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( a ) Si 1 . 0 <r> F P T A > t tT * - ; 

( b ) wM to * k * -> Kit (fl) £ tf % -> x * ? kf > £ s Ara-C) 

) ; is Jt 

( c ) ry Y 7^<i 9 V 30 
[0 0 4 3] 

( a ) £ l , 0 <o F p t < y t tr 9 - : is J: 

( b ) v/ * v-^ CJ7^*>) o 

[0 0 4 4 ] 

40 

( a ) 5t 1 . O^FPTfytf?-: 

(b) y ?/* pj : * jt 

( c ) sin? 7 vmmit mmf, v^?? vlv F - a r a - 

A) ) o 
[0 0 4 5 ] 

( a ) Si 1 . 0 O F P T ^ > £ t ^ — ; 4=3 J: 

(b) (BCL-2(;^tl>7yf-byA) c 50 
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[0 0 4 6] 

( a ) ^ 1 . OOFPT>f>t:tr^-:J3jtO r 

( b ) /DfiV^A>f (Six. »^ P S - 3 4 1 (Mi 1 I eniam) ) 

°[0 0 4 7 ] 

( a ) ^ l . 0 <?> F P T f > 1 1" ? - : is i: 0 s 
[0 0 4 8] 

( a ) S 1 . OOFPT'f>v:tr# , -:J3jtO r 
( b) 'J K^-Y Kg 
[0 0 4 9] 

i -c, F P T i y 1 tf ^ - U M x T , £Ug£15#J;Bfeat|ijS3f & t A\ i <o#t I-* 4 
^ * c ofeH-fr 4 £ ;k?> n x * A ii <- <o-fe it* 4 $ *> <?>tk&®*f Sfti* 
[0 0 5 03 

OODF PTY > t &llltt»j;, fe**»lSi^?n, 

ttftl £ *i# * <> ttMBRm <o&$- li s SgEtfSJT-t -CKfil 6 JVC ^* i&l^a^ 
[0 0 5 l ] 

6~ 1 2[M i 9ig£^&x M'/u I- xfriHs\,*X&5-8frZ>o —IRK* C^j&g"/ n h 
nJMi* l-4iKKo 1 - 3Mco&kiIy'o 1^ ^ * A, ^fflS*i$&o 1^21 

s F P T > t t: * - Ji, ^ 2 *l* iaai^l^j fix liraci M±&# £ it 
&o -Jttfc* Stl. 0OFP1M >fc (1'&*;>*>x lBi:i@) > Sf 4 L 

<m\ i BC2Eit4^i#, ZLTtmmfeMtt* liiwt i @i^tt3jsrast i hi 

(0l;UJ\ V **«fcA' Ctfcfr^ Taxol (£* 
I8MK) J 4fcli K-fe**** fi-^fc^x Ta x o t e r e {3£SfciS4£) ) ) ii, HIM 
U 1 ©I fcii 3>§M£U 1 @«#£*i#<&«> 
[0 0 5 2] 

fs?i-&o lot, *%mv>7f&Kj5\,*x&m2frz>ik&& imm) ±m 
x -^ft*^ ?fr<omKm&mxit%<tt&toK&*2fr&*o fct> pjx.^; ^^>* 

H^-f ^ ;i/^>^ Six ill . 0 o F P T 4 > t tT ^ - iix lSH^a^? H#x *v>t\ 

- ^ ^x £ <t>-M* ^ ^ ^ co m H *) £ x? ft * o w ^afcte&H »i i A - £'MXiZ ^ < 0 
ti:I^I#^o 1-6 BHfcH&ms*., 1-6BBS*3M^ 
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&^B& (Infill) a, FPT-f ^fct7-^lt*B| (Sfctifc) fc[^t"C^& 
&-r*B&SfcttS&li, Si. OcOFPT-f >fc t7-^ll^Btl 
[0 0 5 3] 

? )l><7>ffi y &a-%Mim* i fcli2iiH5t: 16U * fcli 3M^ 1 0, 
|j;4H"|i:3B, ^- feg-»M ^?>M. $ B 8!^ $ H & cc^BO 
SSI Si , feU* < ? fl^SStU fc> S *» o fll x. if, 1 MR (I^^MB 

t>) 1SK (£fc*i«B<>) Z(V^?-yj)K fef-tf-O'VO 10 

[0 0 5 4 ] 

Si. 0 C>F ? T 4 > t tr * - l±, 4 L < it, mmmfM^ * ! 9 »4 L < it, * '/ 
*;!^ ITlPta^t, £#<Z)j&£2:«fc*-&£ 1 Bitii, 10&fc»K 1- 

, 1 Bi: 1 B*fcW2@, IfSLOi, 10C2@^MU,jtl. OOFPT-f >t 

iai:iivfe5o-^4 0 Ofiig^X'^?Wi *lt 1 0k 1 iu & 

5 0 -&3 0 0 mgOi^?H»4 B S 1 - 0 S> F P T -f > t fcf 9 - it. 1 
0K20s ft50-ft3 5 0 mg, S^f 1 B 2 UK 50mg-fi2 0 0mg 

IL<ii, lBC20,felOOmgm^4. 
[0 0 5 5] 

» * (■* x M£ U A BE Iff K T» & S 4i# * o £ ©i&J*-»M * *0»T B*fc , 
,ftt«U fell a >• 3n/K*^T«#^ilfcfflfttHi:fflftKTFPT>f >tt'^^ 
tt*»tl&*jSs ^;ii^«lia ? lBi:20, 2 0 0 mg*it"io/:i^ icDfflHli 
„ 1 0 K 2 [1 > 2 0 0mgm? ft# & o - <9*t8E & t* > <*>ffl « fcifefr** & 

[0 0 5 6] 30 
FPT^f >t e^-t t fcfcHgE3*i&8iJMt£3Jfi, &ft^-f ^;kt>P3, 
#fe#3 3*1* (i-^to*>, jiali^'I^J^, i*i^oo^^«4-Koi/> 
"C^»Pi:t^tS4Ml£) , Hiif, tlT?** : fa) ?+*>Kov»Tx 
ft 3 0 -ft 3 0 0 m g /m ? : ( b ) ->x/9f ^C^T, ft3 0-«ll 0 Omg/m 
2 ; (cJ A^sK/ffJ'KonT, ft 2 -ft8©AUC ; ( d J E G F H > 

t e * -k ov»t\ & 2 -ft 4 m g /m 2 ; ( e ) {fcfl^Tfc* E G > t tf 9 - C o 
^T, ftSO-DSOOmg/m' ; ( f J m*~?&& V E G F * ±-*<< V t if ^ - K 
ov>t^l-il0fflg/m 2 ; ( g ) ftf^t* ^ V E G F ^ > t e ? - (Cov^C , 
^5 0-^2 4 0 0mg/m s : (h) SERMConT, fil"ft2 0mg: < i ) *t 

^ V t V KT?** 5-7Ho^y)l', ^Av'^> (Genu i t a b i n 4Q 
e ) H X (f -> * tf > (Capec i tabi ne) Ko^t, tt5 0 0 -ttl 25 0 
mg/m 2 ; ( j ) ^ Kv^7e> (Ara-C) iCo^T, 3 ~ 4 il 

|^|:7~1 OBIx 1 0 0 - 2 0 0 m g /m* / 0 * £ 5> t>Hcil^tt<^fiJla*5i5 J: ^ 9 

mH, l~3gffl/m' ) ; (k) f»1l>^l^v'F7>f7e^ (F-ara- 
A) Kowt, 3-4SHSt:iO-25m g/m 2 /B ; < 1) ^81*14^ ^ ^*-> K 
xv'^ii >COV*t, HtfLS** ^^Wx 6iH#C3QHx 3 0- 7 5mg/ra 2 ; 
(m) imm&Z? DDfifyjf/ (CdA, 2-CdA) ConT 

. 3 ~ 4 aMftH 7 0 M * it^&A Ht, 0 . 0 5-0. lmg/kg/0; ( n 
) x#yD> (epoth i lone) CO'^T^ ft 1 1 0 0 m g/m a : ( 0 ) h 50 



(30) 
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t'4 V* tf^-Uo^T, # 1 -ft 3 5 0mg/m ! : <p) \*>%7n>ti 

d KflUft: o^T, |]l-|5 0mg/m 2 ; ( q ) IM*T ^ ? b h M-' ~ 

h (M T X ) K. Q^T, |Pt' 2 0 - 6 0 m g/m 2 , 3 - 4 Sffl^t I V I Si I M ( 
^SSl'V^ >fi. 3~ 43(1^6 OfMWfcfcfc*K 8 0 - 2 5 0 mg/m ! IV 

^ > ZLXXmiUzStyits 2 5 0 - 1 0 0 0 m g /m 2 ivei 1 ), *Ui 3 
-4gB*Kn>f3#«^ti4C4i*)n4) ; (r) ilfc7>^^h^l/^H^ 

K (P reme. trexed) (A 1 i m t a) K^^T, 3 0 0 -6 

OOmg/m* (lSKlO^IVftW ; ( s ) 'J l^^f KPf ^^-tM 
y k tf^- t Kn^y7 VT (HU) KowT, 2 0 - 5 Omg/k g/B (JfiL&&£T 
if*^I^*H^) : ( t ) &&&& (coordinator) 7"? 10 

^> <iD^+J~f-> (E 1 o x a t i n) ) cont, 3 ~ 4=3IS5££ 5 0 - 1 0 Omg 

/ m ? c *f 3 t< a . m%m& (flxtf, * *«i aaw^s , *s s§i«j§ & j: cf gp > <otz 

tbKWfizilZ*) : ( u ) T> h 7+M ^ 9 > (anthracycl ine) J 
Ifi'/'KonT, 3 - 4MSU 3 - 5 Bffi. 1 0 - 5 0 m g /m 2 / B TV; (v) 

4 0^C +.5 f:oT> 5 0- 1 0 0mg/m 2 I \ 7 <om^±X ; I fctiS&BL 10-40 
m g /m 2 IV; ( w) 7 > h * 9 > -f ^> tT v' ^ i-io^T, 3-4 M %<r> 1 
0-20 #W £4? IVftAt Lt\ 1-3011 C^otifQ , 10-30 

m g /m 2 : ( x ) Jti^te-f y^7iD> ( Y V y n > - A , R o f e r O n ) Co 
^T> 1 it Wfc 3 il x 5 , 0 0 0, 0 0 0 - 2 0, 0 0 0, 0 0 0 I U ; ( y ) £^ 20 
A^^t (pegyiated) -f > 7 *n y (Peg-f >\ (P 
e g a s y s) ) tout, 3-4,«g/kg/0 (M^.T) (»H*£iiiSteoSl£ 
| •?) : & h 0 s (z) 'J^v^/fKi tuximab) ( ■) 7 * v ( R 

1 tux a ft) ) (^**>*^r> U >^*Kjy-LT|ftffl$il*Stft) COV»"C, 4 
- SjUMfctofc i)45il, 2 0 0 - 4 0 0 m g/m ? TV© 

[0 0 5 7] 

^ <G ! c-evec) fe2 0 0~^j8 0 Omg/BOiTgPfttHfl!? 
[ 0 0 5 8 ] 

k (^iCFBit^ 5 K) UU ^2 0 0 -^)8 0 (lmg/B«itg PfeCf 3* 

t#-&o 01*.*^ Mi t s i ades^ TApoptot ic signaling i 
n d u c e d by immunomodulatory thalidomide a 
naloqs in human multiple myeloma c e 1 1 s : t 
herapeutic implications] Blood: 99 (12) ; 452 
5-3 0, 2 0 0 2^6^150 C 1 0 

[0 0 5 9] 

$)xJ*\ U (WAMT, Taxol (gfeBU) ) it. 1^5 0-&1 0 0m 

g/m 2 <omX\ 1IP8C1 EHS:#S*M§*o *t) 6 0 -*^3 8 0 m g/m ? Sf ^ U', 
SU^PJ^-^^T, «; ^^F--t> fffl^Jfx Taxol (W^te) ) fix 1 5 0-^5 40 

2 5 Omg/m* 3iiW^^ 1 0«4$ft»*o ft 1 7 5 -ft 2 2 5 mg/m 3 
j&\ $?* L^o 

[0 0 6 0] 

^JooeSuis^r, K-t^^-t jv- (f!lx.^, Ta x o t e r e (#^tl) ) li, ft 1 0 
flUffs Taiotere (S^ltfS) ) li, ft 5 0 -ft 1 0 0m g/m 2 <0**C^ 31 

mm- 1 BSt-s-snftfto 

[0 0 6 1 3 

SD^pjKis^T. *>^^f>lt ^J2 0 -fe4 Omg/m 2 ^>Sf> lSRiClit 

^l^U^^T, yA/7f^i^ ft6 0~-ft 1 0 0mg/m 2 3 50 
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[ 0 0 6 2 ] 

Hlg-^MMi&o SUO^mfe^T, i^^f^Jiv ft5 ~&SOAUC*II£t1'&S 
t\ 3$M^K 1 @«^$*Lffft 0 
[0 0 6 3] 

lot, (rsixif, ^Mli'l^MIf*) lo^a^cfe^t : 

(1) Sl. OOF PT-f y M. e *-fi* 1 0£2|§, 155 0mg-i2 0 OmgOi 

L < li, 1 ft 1 0 0mgfl s $:^$*U-> ; 

(2) ^y**-tJU (A*. I** Taxo ! (£M<tf) ) *±* 1 SKI £10, ft5 0 
-15 1 0 Omg/m* *>*T?ft^ ft 6 0-ftS Gmg/m 2 ^ »i ; * t 
"C> 

(3) ii^-f^&y\t, HWi: 10, ^2^3©AUC!1lHt^itf 

& o 

[ 0 0 6 4 ] 

(1) ^1. 0 O F P T i > K e * - i±v 1H^21> fe50mg-ft2 0 0mg^l 
3 *U SJ * L < *i, lHU2H,ft75mg-ftl25mg S *U -£ IT* 

* Jf * L < ii, iss;2i,^ioomg s n & ; 

( 2 ) ^ * V * * -fc (filx. if, T a x o 1 (#^fl) ) fi* l *HU 1 ft 5 0 
-ft 1 0 Omg/m 2 OSTf£^£;ft.&o &6 0 Omg/m 2 £S Jif4 Lv» ; L 

(3) 7" Unc 1 0, ft2 0 Omg/m 2 ^ST^S^o 

[0 0 6 5] 

( ] ) ^ 1 . O^FPT-'f >'e tf ^ — ii\ 1 0t:2l> |j5 Omg-|j2 0 Omg OS 
T^£ft, tti t<ii> 1 ft? 5mg-fll 2 5mg«?^ *LT* 

L< it, 1 0K 20, & 1 0 0mg3)^8H4 ; 

(2) K-b.^~UV (iTdx if, Tnotere C#MfI> ) it, HMCl 0, ft 
1 0 ~&4 5mg/m 2 ^er&^S *l& ; ^ LT, 

( 3 ) Aiv^K/ff >tt 1 $ re K 1 tsk ft 2 -ft 3 O A U C %$M~f h -i * It 

[ 0 0 6 6 3 

(1) A 1 . 0 O F P T -f > 1* * - fi\ 1 0 I- 2 @n ft50mg^2 0 0mg OS 
$ *U *J 4 t < it, 10K20,ft75mg-ftl25mg £ *U * LT* 

4>fiP* t< it, 10K2S, mi Q Omg^^Uo 
[0 0 6 7] 

(2) K-t^^-bJU (Mlx-i*\ Taxo t e r e (££M) ) ii, Hlf^-llK & 
1 0~-ft4 5mg/m 2 3 ft* : ^LT, 

(3) 7 1 EK &2 0 ~&4 Omg/m 2 OSTlf^lt&o 
[0 0 6 8 ] 

ftot, (fil x. ^ , #/h«Sfi^ 1 "OWfl K 53 n T : 
(!) Si. 0 O F P T > t 't: * - it. 1 0 2 HU ft 5 0 m g -ft 2 0 0 m g OS 

"e&^£tU $f 4 L<«\ 1 a U ft? 5mg-ftl 2 5 m *LT* 

4>ff* L< it, 1 & 1 0 Omg^^U ; 

(2) V ^^f -feJV (fl>LUf, T a x o i {f&BtiSaO ) fi, 1 HI, ft 1 

5 0-'^2 5 0rag/m i <^?S X°&^ 3 H ^> 0 ft 1 7 5 2 2 5 m g /m 2 WtL^ 



(32) 
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(3) ljHttf-??*yii, 3Mm&K 1 Hk ft 5 -ft 8 <lfSL<HU 6) <*>AUC* 
[0 0 6 93 

(2) /**ij**-t;u Taxo l (fill) ) fix 3^1fW-iiK l 7 
5mg/m 2 eoS^«#$ft4b : ^Lt, 

(3) iJ^Vf + 33^10, 6^AUC£^i-&&Ti£4£ft&«> 
[0 0 7 03 

(1) *U. O^OF PTM > t: £*-fi* 1 Hfc2H* #55 0mg~^2 0 Omg^i 
t15c^ $ ft, Iff 4 L < li % ft 7 5 m g -ft 1 2 5 m g £ ft, ITS 
Sb$?* L < J±, 1 aiv2@, OOmg ? ft & ; 

(2) V T a x o i (gfti&tlD ) ii, 3&H£t- l EK ft 1 
50-^25 Omg/m* ^)it^^U, til 7 5~fa2 2 5mg/m* 3\ ffi L 

^ ; tlx, 

(3) ~y*?7+>&, 3Mmm>* 1 @v 0 Omg/m* ^tt^4Ml 
[ 0 0 7 1 3 

(1) ^1. 0<?>F PT -f > t tf ^-{i, 1 B 2 UK ft 5 0 m g-ft2 0 0 m g<^>S 
-CS-^ Jfcp * L < ii> 10K28, ft 7 5 m g -ft 1 25mg £ tU * LTft 
&3ff * L< ld\ 1 ft 1 0 0mgrt*##SJt* ; 

(2) K-fe**-kJU ($lxJ*\ Taxo t ere (SftBttO ) ii, 3i§M#£lSL 
ft 5 0 -ft 1 0 0 m g /m ? $ ft* ; * LT\ 

(3) ^V^/vfy^, 31lliK 1 HL ft5 -ft 8 cOAU C £ 

ft <sf> o 

[0 0 7 23 

( 1 ) £ 1 . 0 <0 F P T 4 y fc t" * - ii . 1 B K 2 @, ft 5 0 m g -ft 2 0 0 m g <*>!: 
-ca-^-^Hx Jf*L<l*, 1 ai-2i> ft 7 5mg~ftl 2 5mg^$ft, *LT* 
i$f 4 t<«, 1 HU2B, ft 1 0 0mg«#v?ft& ; 

(2 J K-t^^-b/u (fllxJiu Taxo t e r e CJ££i») ) *±>. 3aW*Mlll. 
ft 5 0 -ft 1 0 0 m g /m ? $ ft* ; * IX, 

( 3 ) yA'/r^ii, 3 SE^fc 1 @ >. ft 6 0 - ft 1 0 0 m g /m * 0>S'?1£4 £ ft 

& o 

[0 0 7 33 

F P T^ > t e * - , F -fc * *i5 J: tf* ^*y?f >- LT^hMfeBS*** 

(DAl. 0<DF PT-f > K tf^-iix 1HI:20> fe50mg^2 0 0rag<Ofi 
X&^$-h, &t Kii, 1 BU20> ft7 5mg-ftl 2 5mg^?H, * ITS 
fc«P*L<i±, 1 ftl 0 0mg«?tU ; 

(2) K-fc**** (PJxJ*\ Taxo t ere ) ii> 3Mm&Kl®. 
ft? 5mg/m ? W**tl£#$*L4 ; *LT\ 

(3) AJU^7 r 5-?->tA, 3=am*fc 1 0, ft6^AUC£lt^#&&t s ^-$ft&<> 
[0 0 7 4 ] 

±JBrtfcU3V»"Cv K-b^-fc.v (fnjxj*\ Taxo t e r e (g§*®&) ) 43 <k CPS' a 
yy^y, K-fe^^-tJV (01*. tf, Taxotere ) J: O** >^•*°':/'7iP- 

>^ (Witf. Taxo ! ) J: tf* /u#75*->, *fcl± 
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[0 0 7 5] 

ffl Ofl) (Wx. , C M L) U & i/i T : 
<1) £l. 0<DFPT-f >fcfcf*-liv 1 ftl 0 0mg~&2 0 OmgO 

( 2 J ^ 9 ^ v * i±, aSPttfc, ft4OO-ft8OOmg/0 ^gtS4?l^ ; * L 

( 3 ) 4 y $ - 7 x. D > H > h D >- - A ) tiU 1 =8W 3 B * 5 , 0 0 0, 0 0 0 
-*Ej2 0, 0 0 0, 000 lUM't^^Uo 
[0 0 7 6] 

&<dm (fijx-^'v cml) kjs^t: 

(1) ^1. 0 O F P T i y t tf £ - it , 1BU20, iftl 00mg-ft2 0 0mg« 
( 2 ) ^ 0 -y * Si , &Pftfc , j&4OO-.«)8OOmg/0 O-IT&S- £ it£ ; ^ t 
( 3 ) ^ Vit i y $ - 7 i u > ( P e g - 4 ^ N d y i £ it^< # v * (Pegasys 

[0 0 7 7] 

( 1 ) F P T-f > "t: e f -it, 1 0 2 0. m 5 0 m g 2 0 0 m gOS £ H 
, *f* t<Si, 1 ft7 5mg-ftl 2 5mgm^t, * LX*ti9F* L < 

fi, 10K2@> felOO m g im*? 3 H & ; * LT . 

(2) (Genasense) (BCL-2K»lt7/'f'ti'X) Si, 3 
~4»W*K5-7 0H> fe2-«Sl5mg/kg/0 d*iJx_fct\ 3mg/kg/B) ^ 
*"C, ttftl VlAi LTft5-3*i*« 

[ 0 0 7 S3 

( 1 ) S 1 . 0 <T> F P T 4 y fc tf ? - it , 1 B 2 0-, & 5 0 rn g -ft 2 0 0 rn g OS 
3 *U «J* L<ii, 1 0K20, &7 5mg"-ftl 2 5mg«?tU -eUT* 
<fe$f4 L< li, 1 BU20, ft 1 0 OmgJ&^Sat* ; *LT, 

( 2 ) 7 , cf*v-A^'t:e?- (ffilA. «T> PS — 3 4 1— Mi 1 1 c-n i um) it 

3il*o 
[0 0 7 9] 

oo 0J ( fll x tf , # Ht4#^M ) fc * '/> f : 

(1) Si. OOF PT-f > t tT^-iix 1 Bfc2|ek ft 5 0mg~^2 0 OmgOfi 
•C1S#3H, Iff* L< «\ 1 3K2B, ft 7 5mg-ftl 2 5mg«^, * LT« 
<>$f4 L< i±, 1 Bfc 2EU m 1 0 0iiigm$H4 ; -tL-Cv 

(2) f'JKv-f K ( 4 ^{iWa-f 5 K) i3\ *D2 0 0 -ft 8 0 Omg/B^ttgO 
^ 3 il & o £ O^:^ fSlfe 4 tz ii«14* < * UttlS^U 8 

[0 0 S 03 

^ ^ !•* , L A O W if K l^o T8 >) £ 3 & o - ^ >O^T , 

tr ^ - *$tt&*t 4 ^ ii-eo^s^ i0K2@, 200 m g %mv$> o 

®2*mji-& * vfr t tz it *> Ji^-eo^a cB-tt-c* mt h 

si ©aumT 3 * tTmtti, <g-<ofltT ^ H^ffl mxmn e> tiff* 

) o 

[00813 
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*v»:«« (rtAtf* #«&JM) , £&#J:tF/i*:tf&3iJs>« (flx-tfx glass it 

[0 0 3 2] 

^jHfcWMJB, ^*v^^'J>^M, MfMilir«g£ (my e ! odys 
p 1 a s t i c syndrome (MDS) ) > C MM L (fii'£#li«l£&M) , 
AMLv ALL (m^y^BMm ifflLii\ ALL PHi) ) > CML, H-ffiS f 

[0 0 8 3] 

(1) f *-fc (flittf* Taxo 1 (##jf^) ) &£0F 
K-fc***^ mx.it. Ta x o t e r e (£MH0 ) ) ; 

(2) a^sft-rt'ft'ft <w*.tf, >\ ^^f^^i^^y^f 

( 3 ) &T<& JSttT* ^EGF-f>te?-;KER2Eft (PR ff, V ? A 

yy^-f (trastuiamab) (Here ep t i n (^^ii'fS) ) •> G e n e n 
tech, inc. ) v t'^yv"' (Ce t ax imab) 1'Erbi tux, IMC 20 
-C225, ImClone Systems) , EMD 72000 (Merck K 
G a A) , tEFGR^y^n-t Mn.it A B X (Abgenix) , TheraCIM 
- h - R 3 (Center of molecular Immuno 1 ogy) , 
jr v - + Mft# 425 (Merck KGaA) , €.^n-t )vmt ICR-62 (I 
C R , Sutton, England) : Her zyme (Elan Pliarmace 
utical Technologies and R i bo zyme Pharmac 
c-uticals) x P K I 16 6 (Nova r t is), E KB 5 6 9 (Wye t 
h-Ayerst] , G W 5 7 2 0 1 6 ( G 1 a x 0 S m i t h K 1 ine) * C 1 
1033 (Pfizer Global Research and D e v e 1 0 p m 
ent) , Y?X'?w J 4 Ktt-&# (Trastuzmab-mayta 30 

n s i n o i d conjugate) (Genen tech, Inc. 'K ?y 
(Mitumomab) (Imclone Systems and Merck KG 
a A ) 43 J: e ! v a x I i (Imclone Systems and Merc 
k KgaA) ; 

( 4 ) ffiSr^-C^ iEGF-f^tk'?- (f?!)x_ if, Mvt(Tarceva) ( T M 
) (OS 1 - 7 7 4 , OS I Pharmaceuticals, Inc.), #3 Jc t/>f 
(Irena) (ZD 1 8 3 9, Astra Zeneca): 

( 5 ) f/C#T&& VEGF'f >te^- jst\ :yv? (B e v a c i z u m 

a b) (Genent ech, inc. ) , ^iCTIMC-lC 1 1 (ImClone 
Systems) v DC 10 1 (ImClone Systems &.<D K D R V E G 40 

( 6 ) ffii^-e* SVEGF^t-^^te*- (PJx. tt\ S U 5 4 1 6 #3 J: S 
U 6 6 8 8 (W# 1 4>> Sugen, Inc. 10 ; 

(7) iAfDfyk-tr^-TV? N ifcliSHRW.*;*. (-n^ykf/^i 
£p S^' (SER M) (ffix. if. * * * 5/ 7 * > „ P^v'7x> ( I d 0 x i fene) 

, 7Bfy7iA f-7^7-2.. 3 -vfc Kn^D4->7i>s k**lMUf-/7£> 
( L e v o r m e I o x i fene) , (Dro I ox i fene) * 

MD L 1 0 3 , 3 2 3 % £ CFr 3 7 * ^ (A c 0 1 b i f e n e ) (Scher 
i 11 g Corp.)) ; 

( 8 ) ffim&fe* ?v* : s vmmt <M *. 5 - 7 * * a * v > ;k >• * tr > , 50 
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tteStl)^* tT y (C a p e c i t a b i n e ) : 

(9) jl^v-d> f^!lx.i"J:\ B MS — 247550 (Bristol-Myers S 
quibb)-,&i:O f EPG906 (Novartis Pharmaceutical 

s ) ) ; 

(10) Y »KW V ^ v--t*-f > t tf £ - ($Jx ff\ K *f (Topot ecan) 
(Glaxo Smi t h. K I i n e ) v to £ CK* > 7* P (Camptosar) ( 

Pharmacia)) ; 

(11) fcf V * t ;i/ A o -f (Wj^Llfv -^-^Hi > (Nave I bine) (An v 
ar and F a b r e , F r a n c e) . Vyt >) xf-y&XW y?? xfv) : 

(12) a V ,3 3^f^')>(?)^tt7- ^ife *t/i«: (Wx. tf. LM - 609 ( C 10 
! i n i c a 1 Cancer Research, |6l 3 0 5 6 - 3 0 6 3 1, 2 

(3 3) |t|*7 ^ (fl^-tifv h M^**- 1- (MTX) , tot b 

K (A 1 i m t a) ; 

(3 4) iJjKx^ U*f- Kur^-iM >t ($lxJ*\ iiFn^y^VT (H 

U) ) : 

(3 5) Ty h^-fr^f ^ U > (PJx_&\ ^"^y^e~>y, F^v;ve>'> (Adr i a 
m v c i o ) > is £ CM ?A> fcf > > ( I d a r u b i c i n ) ) ; 4 ?> 0*K , 

"(16) £M#J (fl* »f , ^?-7*tjy (MA. ff > r/Fu^-Al3ia : c7i 
c? V i R o f e r o n ) ) ^ V 9 ~ 7 =. o > (Ufl x_ tf„ P e g - -f > h n /■ 45 J: 20 

0^ # x ) , a x a » j ? * v 7* ( >; 7 3 ■ * y > * * « at o # k *e 

[0 0 8 4 ] 

)K y^'/vf^ $*A->*tr>\ ^-t/f^, -t 

■^•>7A *~-fc/^ Oyf, ^t->rrA t^^tT^s IMC— 1C 1 1% SU 

[ o o s 5 ] 30 

14^1 »J (i , * *i h <oW® % s -i ^ -e, [wi c b « i * ii mm k ^ fa ^ 

VM if , ^SM^ffiTk ( 0 . 9 % NaCl) tMtr*Xhv~ (01 
[0 0 8 6] 

& z. 1 a^-r * o t & a^g tt > * <?>s^J «)* jt£?d;^m$tT& six^ ^ - *> 

Clot, l^»-'ttM^^L#> ^Ltif^mi-'^ot (PJx_^\ »li^t 40 

it, i:^ -ey a -> ^ t: y , s 0 a k $ it, 1 5 a s u HJt-^b^^ ^ ^ * 

°[0 0 S 7] 

^'II(O^If4«^ F P T -f y t fcf^- (1. 0) . ^^-^yisJ: 
[ 0 0 S 8 3 5C 
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5H4<*>* &,fj£ Kfemmi F P T 4 > K tf * - f 1 . 0 ) , ? *f ^ is £ Cfd ^SBl'i: 

ib&isii , «#*r*xii^ j a#ts iit, ±ief ptw £b&#mu ± 

IB * * * > 1 f *f * * $ fz *J 1 £ H e 1 US-?- ? tt , -e LT ±ISS 4tS^fc^r® it * 
1 ~ 

[ Q 0 S 9 3 

Wt±«ifc * k mm^ty M<r> F p T i y t tf * - ( 1 . 0 ) , * $ y £ J: c^e £g££ 

±ief ptm yfc tr*~M\ ^b&#mu ± 

fz *) 3 - 3 3BT*J S 
[0 0 9 0] 

* If Ci^StSl F P T i > t f (1. 0) , V ^-tJHJ JCFa 
;v*""/y^>^^-t^X^^a^1-^o &IL(ii ±I5FPT-f ^^-(i, ^ B 

&4 ^ *t , ±sb^ o ? * -tJMi, 1 <m a 1 £ i @^ Mu * ltxib 

* 1«M ^ 1 - 4«^T*«x> 

[0 0 9 1 ] 

Wt£<0&£Bt '^Mi^FPT-f V fc (1. 0) , V OF* 

sa* * 3i§m&£ i bk#$h&o if* t< m\ w^fe 

[0 0 9 2] 
[ 0 0 9 3] 

*ilI«>'il'?^ilfi:SS, ?&mi©FPT-f y fct"^ (l. 0) SrlS^-r 
SIS* lt-f^Hf:^ 1 Me 1 @«^iS<?)*^*77f^^UIg, 
fiiffltO^f;*) 1 iif?0 e 1 0 cDi£?f M ? V ? * -fc >V S-T & Xfl£ a 

EFPTW >fc fcf^-ii> 1 BC 2@K5-Stt*o &4 L< tit. ±E* ^^-/yf-^^J: 
[ 0 0 9 4 ] 

St*fc*^ttKML, iO^^ii* 450, feitWFPT'Olit^- (1.0 

#-r«xs, feicF^ssjuio^^ u ^*-tJi'4r i f -f ^ siira-iic i mi*. 
fpt^ yttr^u, i an 2 a, &^$*Li 0 WFi I < tt, i^^t^vf y|U 

+ y-d, ±M>*f M^^-t^^^e^-s-^n&o 

[0 0 9 5] 
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£&kg#&££>?)*&K$U Z<?>7f&lt. 1 B(C2@> 5 0mg~i2 0 OmgOF 
PT-fyttf^- (l. 0) 1 ^ * &$>iz*) 1 jSWt 1 UK *D 2 -ft 

3 {$?4 L <fi&2~*&3) O A U C t4 J: ^ ^#^f > S I 

33 X (F 1 * 4 ? $ 1 Mm C 1 II , ft 6 0 m g/m ' -ft 3 0 0 m g/m* 
SKii, &5 Omg/m* 1 0 Omg/m* * Jt >3*f * L< lift 6 Omg/m 2 - 
ft8 0mg/m') V j'^-tA'^tilS^L, i Z.?Z0>!£%Lii 1 

imm~ iMmvm&^zfr&o Lv**iijBa£j3v»-Cv ±isfpt 

^ttf^fi, 1 ft 7 5mg-ftl 2 5mg«t"eS#Mi, 

ftl OOmg^fll^ ffiKfi, ±?B:fr*#7?*;'isJ:0 E ±IE^ »J**-fc>Wi 

, IrI u a 3 *U * LT Jt $ #4 L < ti* ±15 A > & I &±&'*Z 

[0 0 9 6] 

^It^fe^gCML, £ « tf\ i a U 2 n , ^ 5 0 m g - ft 2 
0 0 m g«D F P T 4 > t e * - f 1 . 0 ) *g^t4Ig, 1 * * fl'&fc *> 3 £H 

»2~#&8 (#4 L< ii*->5~&8) <? r >AUC£it£H-&^ ^f*^/7 
^>M#-t-&XS, * JPifefc ! 9 3lHr^:i UK & 1 5 Om g/m 2 -*{j2 2 

5 m g/m 2 <»4 L < (i, & 1 7 5m g/m* ~&2 2 5 m g/m* ) 
>V3H£^1"*:Dfi*a£-U ii-^i^lli 1 - 3M«^&^£*l£<> J:i)jf*U' 
£ffifl£S|K*v»T\ ±KFP1M > t e*-fi, 1 0fc2lsk &7 5mg~fc 1 2 5mg 
*>*"C&3-3*U 1 BH2BL ft 1 0 0mg*«ff* U\> *f * t < U\ ±SB*A'#:/?* 
>iiJ:^±E^^ U **-fc*ii* FJUBfcK^-SIU * LT J: #4 L < ii. ±IB*/u# 

77 * 7" V * > »i , ±.&* ? ') ? * ■ -t fr<?>m~&5- £ o 
[0 0 9 7] 

**^:xfcJ:tf6£iefctt;-&$Fii, (1) Kt^t)V Taxot ere (# 

iil) ) is J; CKv ^'/yf>; ( 2 ) /< * U f * -b ;Wi J: tfv * •/•y f- > ; is J: & f 3 

k$ t< itm 3 0mg/m s 0 Omg/m* ^)fitfffl?Wo *5&WO^tfcKj3 

^T, K-t^^HrJVii, Sf i L < Ji*?) 3 Omg/m 3 -*S)1 OOmg/m 1 (?>-l^1ftS^ 

[0 0 9 8] 

i(3&&>&^ *J£#k: y^M^SfiD F P T W > t ^ * - ( 1 . 0 ) , ^ * ^ > , & J: Otftfr 

ii, *) ? * -fc^-C* ! 9 > JiF 4 L. < f*, E6F^>te?-li v H E R 2 ( <fc ♦) ^ 
4L<«, A-t/f iriit^v I ^--t^f-^** 

jv^^ij-j§Mt-^4^*i. »4L<li, ?**rytmtBK19L$$}r, %LT. £*) 

m ? («F I I < fi , ft 4 rn g / m 2 ) <Ofl^## ^ *U ^-C, ^ i? <o«tl^ -f 
(iS^v ^t-f 1 — 4 SK) Ko^T, ^s2 

mg/m 2 «itf^^t*, Sf4L<«^ Alt ? *i •© «5 li , 3M5*Cife*o 
[0 0 9 9] 
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( 1 ) F p t -f > t tr * - c i . o ) ; 

(2) ^ : fc&tffc 

( 3 ) & 4 & »*- ^ *K $ 4t&^lS«&i : 

( a ) -fcEGF^^fctf*- : 

( b ) tfcfrc** V E G F 4 > t - ; #i J: 0 s 
(c ) ffi^^Ti V E G F f t-^-f > k k'? - c 
[0100] 

v SU5 4 1 6 *fciiS U 6 6 8 So H^FPT'f > K fcf 

E G F > k tf * - £ i: 0 s V E G F < > tf tt s l-*OJ»'*iifc>»45Bft#3 

n*o *f 4 l < a. tftfrr^a. vEGP^>te^-^ * * > t pi u s § n , 

X t < £i^U&4£tU-> 0 feWAiEGF-f >t ifzlt 

ffi^-C* fcVEGF'fffcfcr^-tf, ? > fc ft C- 0 £ £*>&5-t** & t 
L<fi, J'n^iSSfflfftio E GF**--JM 4 fctfVEGF* + --tf 

^ > tf * - tt, -»A5K ,ftlO-*S)5 0 0mg/m ! ool-~e&# £ *i* „ HF 4 L < li 

[0 10 1] 
[0 10 2] 

*«W«>Sl[c&&iSi0gUjU #8fcWU ico^ftli, :«J:i^M 

S 1 1 4 > *S>FPT-f>fctr*- f 1 . 0 ) v iftHft % V KUS 

** > ^ s ^ s & . ± mmm^ ? ? v ■ # v fiii & , h t - @ 

l -*M * •? l - 4 igEoita '9 #& 3\ ftf £ L < l±, i ^ frhtz *> 

1 - 7i§m«>M-C&£ 0 
[0 10 3] 

EL* ^Mi^FP TOtf?- CI. 0 ) , ttM&&.2 ? V* -> Kit 
^ § H , JtlBS ^SBiif b-^tf i±x 1 ^ fz ») Hii fal #i ^ tc $ *t * 6 as 
[0 10 4] 

[0105] 
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4- § it, WAy? e ^ Si, 1 * i $ fz *9 -it M £ -@Sr^ £ it, ±12 y^^yf 
[0 1 0 6] 

^^•/5^->*^-r*x^*a^-r* d &tu<ii, ±jbfptm ^t^-ii, *a 
«4 s *i , ±ie^^ > ^ kf >■ ^ , 1 o £ «3 -sea k - z n , ^ ^ r 

$>tz n 1 -73^115^*0 
[0 10 7] 

[o i o S3 

[0 I 0 9 ] 

y A v ^ ti > S-ttffl I" * ±S* jt^l UiJ nT, F P T ^ t ti * ~ £ £ O^fi &e*Mfc 

it. 9 v z &® + «£fraiat k o ^ x ±ia $ it & * ^ k&s- s it* <> r a ? e 

£»5 0 0 -ft 1 2 5 Omg/m ? «tft4¥Ji*o 4*A->*kT ^Si, Iff* L < Si 

, e ^i5ffi-fb& fetRCB kk^- £ *i , j: w * l < si , s affiant-a m t mm i x^ 

3 it, *fc*J*L<i±, ^y^e>!l 0£§a^b-^t!^^&^$it*<> 
[0 1103 

*5 * ffi ^ 1 ii , m <r> £ & 3? 1 1 * ,£ t 15 v » X m * & tti" & ^fe I- 5^ L 
, FPT^tt7- (1. Ol^Jil. 1) isJiWT^^^&^^^iS 

^ 3 it* $m*MmM I" * £ * : ( D Kff ^EGF4>^^-, 
( 2 ) i&,%-^X&& EGFOtO-, ( 3 ) t/t*^** V EGFf^tti^-, is i: 
V- ( 4 ) ffi^tl * V E G F * t- * ■<> t ^ * ~ C^rT _hfS ^ it & ) o Mii, 1 * 

FPT-f>tirT^-5i, ^W<^««)^ji^to^T±ie^3t4Wt|Rl^^'C«# 
?it*o «/r>TOM^^Sijii, iif^Bis^it, Mll^Jii, ^ft, l^-f^> 

it* : /\-k^f> 4 i-y^yv/, ^--b^ ^y7 7 7\ IMC-lC 

11, S U 5 4 1 6 i fctt S U 6 6 8 8 o ^ i I < Si , 2M^M»®^ feU S *l* 0 

[oi l 13 

sEm^^^it**^^**^^^^^:^ e&BMfrfb^i&ii, 

S^sj $ it /c ?A , 3 it * o 
[0 1123 

±ie ^ ^ * ^tt^l KB^X, F P T y k tf ^ - 13 i: ^^at^^^j ^^#T * 
^-t*o Mt^ii, ^Sfl-»'CH»i<J?^#i3JtO'VD hajHiftoT*^-?ii* 0 
[0113] 

*!fc93<0Sll4>*fc#3l > < t 2 m<r>¥k * * mill is £ <7? * 

^ pffg * * r v r ^> ^i-r * s^^Msa^ k w-t * <> u t l < si , £ 
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m k &£nrfife* * * »j r tt, *an4ta<ca* < o . 9 % n a c i ) * a r n a - 

[0 1 1 4 ] 
[0 115] 

2M&9!tf>3lleo HH^H fi > F P T -<f > fc * - J: CF^fc < £ 1 ItWtaM^j & J: 

s l < it. c. <om&mz^*im% ^m^sas*^ < o . 9 % n a c 

[0 116] 

& f K J3 v » T : « fc/fc E K fU £ m t? * '9 , - n f> & k & v » T « E 

%o m L if. £<?>£■>) %%>Wft'iL^ttBM £ ^FPT-Ofctf*- f 1 . 0 ) 

-v-hi&MK, FPT-f>tti^- (1, 0) fr^ffTAaSWajftfck * 
[0 117] 

ttfflSft*£GR <o £ S is £ 0<»f £ *i £ Wft <?> m ft Jfc U «?F L T SHb 
[0 118] 

[0 119] 

MB £ ft & & i3 J: TOSi^m^J ^SKj^t & M# L T « L 

[0120] 

[0121] 
[0 12 2] 

H ^> *<&ff ffi J: tf,ft# <r> \fM <T> If ft <r> \h X* , ^SE U <0%\ ft^+ r>M H ft c * * o 
[0123] 
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[0 12 4] 

v Sii±4g^^lS#) M^^fXiiv <fli CAT 

t ^ S «tM R I A^-r> ) <oX i *#ip»^u J: o TilSe £ 

[0 3 2 5] 

IS «3 ULT K £^ £ it * t P£ «T * : 



BOCii, tert - ?^)V$%v%}\'-$~frTk%'t ; 

CBZil -C CO) OCH, C, H 5 Ci"4rfc^, Z% 
-t; 

C H 2 C i ? v?BG/^^if : 

C IMS i±, % vit~7 A As<5 ; 

DBUSis 1, S-vT^ftiv^n [5, 4. 0] 7 ^ 7^ - 7 >£ilT ; 
DEAD ti> yif>7 V v * ,v * v 1- - I- £ g-f ; 

D E C fi\ EDC H'iU £<?>EDCItd\ 1- ( 3 - -J* * JW- 7 S >> tffl/) 



E t ii, ^bt-nt ; 

E t OA c ii, ffij8if^*st : 

E t 0 Hii, i^-J^if : 

K 0 B T Ji, l-KKn*M> V T- «J T **3fp i! * ; 

I PAfi, Yv/d - >v£ ; 
'i-PrOHl ^fv^n/V-jt-ilt; 
M e tf\ /f^^'St ; 
M e O-Hii, * * / ; 

FABii, FABMS^Sl, ico F A B M S OT&igi^MS5^1frgs* frt \ 

hems i±, %%mm^%m^m- ; 

N M M it , N - > * >V * * * ») y £ =Rf : 

p hii, 7i-)^f ; 
p r it, '/o fcT,v£g* ; 

SEMii, 2, 2- ( M jst^-JV-v-'; >W if^v7f,'^it: 

TBDMSli, tert- "T+frV * + fr*v U : 

E 1 3 N ii, TEA^il, ;^)TE A Si. J- 'J * T ?, > * gl' : 

t-BUTYLIi, - C - (CH, ) 3 

T FAii i- U 7^*crfta*gi- ; 

THFlis f Kg 7 9 > SrSET : 

T r lix h Uf->*gt ; 

Tf ii, S0 ? C F 3 : 

4>fr< £4> loii, lot)L± (flU.tf* 1-6) , J: ^ * L. < ii> 1-4*|U 1 
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li, 3 ~ 6 J: ^Ut L < ii. l - 4 coift**^ ; ft* Jt L < it, 1 ~ 

[0 3 2 6] 

7'J-)V7*4)H^ ^JcoMXoojg'a-^ tjp* JWfES-^MT^ J: ? ft, 
Sft& X * ft 7 U ~ $ ft£ , ±E"C5e*3 ft&^i '9 <?>t;v* ; 

vft^i : 

v iXTVmmZfr&mtyvT*} (PJxJ*\ -o-7 jl-*) ; 

7 * y ~ ju »i , < t l ^<o,£g - ^irt^^i u £ t t 2 - l 2 w, 

is J: W&^oo * ^i" : 
7** -Mi, #4 < t t 1 o^i-|ttHie^4* L, f LT2-12 OifcM 
Sf5L<«U 2 - ew&^g'risJC^H 1 * t < 2 - 4 <r> it , U 

7?, ./ii, -NH 3 fli^^gi- ; 

7 V - jp (7 v - >p r )i * )V- g J: tf^ r d r V - >v 7 ^ ») - A'SS tr ) ii 

tf , 1 - 3 ) <?>^ D > 7 /U* )K t K D * T 3 4 ">\ 7i/'^V, C F 3 , - 
C (0) N ( R 1 8 ) , , - S 0 2 R 1 8 , -S0 2 N (R 1 8 ) , > 7 5./, T*>*fr 
7 3y\ v7iK)V7?y, -C00R 2 5 Sfctt-NO, "OUftSiU iitK 1 3 12 
> H> 7fl--3-,'K 7>)-,'K 7 *) ~)IT )l>%)l\ 07 V D7iK 

y?D7H A- 1 i , 3-2 0^1 „ $F H<fi, 3 - 7 R^W^D &*St 
*\lit£ ^ L . ffilBv * n 7 >Hii> ^K-ifcUt 1 ofcl±o f^jx. &\ k 2 f ii 
3 ) <z>H C »•* 4 ^ ii ^ ft ^> 7 ;v ^ jvlfc (^il t wr, ^ + & i it^i- >v) $ *i <> : 30 

>• ^ u 7 ;b ^ * 7 )V * n> ii , 3U <?> mlfe^^ ^> ^^d P ^\ 7 ^ * ^ W" L "C ^ J: 
0 ft , ±?aT-Je^ $ *i & ii i? <?> v * Q Jt-t-iUft $ *i n: , tUrfem 2 ii & & ») <?>7 A 4 fl/ 

^foy^T ;v # )V 7 + ;v ii , % <o$t£i)\ r ^f^^-^^j L T 

<fe*J:i^, fetT t-jtH ^ ft * M ijo^D^ET )V4 ^ S^lllft 3 ft > ±I£^^^ 
?ft^ii*)^7^^>l^gi- ; 

/^ajj, /\B^y (Tftt>*>, 7^iD, ^do, rn^isiiCFH- K) ^r^T ; 

$ ft h & ! 9<o/^ d S-eM $ ft , ±?E^JeH % ft ii *> <r> 7 ^ 4 ;H 4- ^1" : 
oft, J^Tt-fe^?ft*ai)^f-a7'J-)W-sSt-eS3ft$*i/i, ±f£rfell£ft&;i*9<7> 
AfP7y-*T^ijHi 4 SU^ft^S^^^a^ T^^^aJS-K^LTT^ft 

^rt37JV4^{i, -0-, - S -isJiC^-N-jj-^ji^^ft^ 1 - 3<0 A fnltC 
JtoT#Ji)^f Itfcv 1 ~ 2 0^111?, Jif* L< ii, 3-6^^10^*^^, 

,\^n7;v^^;vii, 41? ^ < i % 3 -34> U ^LT-O-v - 
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5 -fcJlO'-N-^&iHRSat* 1 - 3^fogt(U oTf!l*?&4*l£, 1-20© 

7^*;i/*^*'~;Wi> (-co-) ±|Z^£#,£H 

6 a w r A/* *i (flx. »f , - C 0 C H 8 ) * : 
T**)P*^->*A/^~A'{i, K^^^^LT*^^-*^ (-CO-) K*;frS£ io 

■p Ut. ±St s ^R$*l**^TJi't)i'i (PJxJi:. -C (0) -OC 2 H s ) tg* 

* 

if #J *> , * L. T t 8tf> SftL^IT^U 

Sf4l<«\ 2- 1 4<D$tBW^$:izir 2-7V*4fc 
(ji3-7 9^ 2--^-*4£ii3 -^-Hs 2 -t^V'J ;W 4-^Tv*D*4£ 
{i5-^Tv*iJ;K 4 ->f ? £1±5— f ?, r/')*, 2- 

f V 3 >* - A/, 4 - »J 5 JV I Ii 5 - tf V 3 > ~ 2 - If v )K 3 - >) ? 
v -* 4 fc it 4 - t: *)*Ti?~fr* 3 - [ 1 , 2 , 4 - h 'J T , 5 - [1, 2 , 4 ^ 

-f'jTv-*] 4 A ii 6 - [ 1 : 2, 4-Y >; T > - JW] , 3 - [1, 2, 4 -f7v 
*/'J*] 4fcrt5- [ 1, 2, 4-f7yV'j^] , 3— 
7-)K 5-/<^-/77^,'K 6 - 4£Ji 7 -*<y*/7 v-,'K 2 

-4 ^ K U 3 — -f > K 'J 4 - -f > K «J *s 5-4 * K 9 JU 6 - -f > K 'J * * Si 

7 - i ^ K 'J ;K 3 - t? ? V ») >V 4-t*7'/ ') )V i iz it 5-t'7'/ ») 2 - .t^* 1 / ») 
>K 4 - * 4=* V ») )V 4 £ it 5 - * '/ 'J >K N ') T V V *K 2 - V > JK 3 - »J 
v*4£ii4 - ^ 'J y $ !> ^ i± 2 - ^ 9 y ;v N - ^ ^ v' K> 3 - tf 'J y^N-tty K 
4 ii. 4 - fc! V -y n> N - * 4 v K) , ,1 £ tf V -J )W N - * * -> K ii . fe^T 

[ 0 3 2 7 ] 

[ftl 1] 3 o 

00- » 

» I * Si 5H£@.^-& ^ ^Sg^SI ^ t . ^^RmM^M^, - 0 - , - S 
C (0) -NH 2 ) , iCl^R 2 4 tt, TJl/**, 7')-^ -C CO) N ( R 1 * ) 2 

-*4/cii3 -t h5t Knfiz*, 2 - tf^U v^*, 3 - tf^U v^;vt,t(4 4 - 
V > » JV, 2 - d V ->* ~ ^ 4 tt 3 - fc' n V v - ^> 1 - ^ V ^- ^\ 2 - fcf ^ 
') -y 3 - »J >~^4 £ii 4 - tf ^ »J v-)K 2 - **-^4 ^li 4 - v * 

[0 12 8] 
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[i 1 1 2 ] 



[0 12 93 

[01303 
If [SI 3] 



4£f*R 2 g*£L ; 



iet^^^llf5 (T&*>*>, C-5) t^S^e C- 6) i 

OP(i:#ftt* ("t £ *> *> > ft -S$g £##£1- * ) C-5 

$ it & £ loM Uftg»*#£ t , »^ C - 6 K $ it & £ l^Biil 

f 5 i If §f 6 i i:^ L ^ ^ (T C - 5 t C - 



A 



B 





[0131] 
[•ft 1 4 ] 




[0 13 2] 



>ys< 
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{ill 5] 



A 6 



5 



3 *U f LTiCt\ 2 osd A tt&^<?> * % W&b <Hlot ii 2 o£> B 
■i *> <o r 4>& < t ^> l o**h ■e* *> , d 2 o©a n <Hi^ifc 10 

f* 2 ^BfM^O <* %^>^4 < i & 1 o^HKlyit* ! 9 <1'& C-5*C-6i 
<^HKHffi^«#£-$- 4oeol;&g (A, A, BiSJCPB) ©H^l^lt H 

C 1 ) — H ; 
(2) — R 9 ; 

( 3 > - R 5 - C ( 0 ) -R s : 

(4) — R 9 -co, -r* * ; 

(5) - (CH, 1 p R ? * : 

(6) -C (0) N (R* ) s , C.LT&R 9 iif5]L^££iill&& ; ^0 

(7) -C (0) NHR* ; 

(8) -C (0) NH-GKj -C (0) -HH, ; 
(9 ) - C (0) NHR' 9 : 

(10) - (CH, ) p C ( R * ) - 0 - R 9 a ; 

(id - (ch, ) d (R 9 ) , , zzv&r* it. mc$<tt2{m*& 

(12) - (CH, ) pC (0) R» ; 

(13) - (CH, ) oC (0) R* ' a ; 

(14) - (CH, ) pC (0) N (R* ) j , Si, 

(15) - (CH, ) pC (0) NH (R 9 ) ; 

(16) - (CH, ) pC (0) N ( R 2 fi ) , ,ZCL~?%R S 5 (i, PI 30 
& j 

(1 ?•) - (CH, ) p N ( R 9 ) - R 9 s (PJx_i*\ -CH, - N (CH, -^'Jy> 
) -C H, - -f 5 ^V^*) : 

(1 8) - (CH, ) p N (R 2 6 ) 2 x CCTR 2 5 tiU (fi^lf 
, - ( C H , ) p - N H - C H , - C H 3 ) : 

(19) - (CH, ) cNKC (0) R s 0 ; 

(2 0) - (CH, ) pNHC (0) , R' 1 ; 

(2 1) - (CH, ) pN (C (0) R 2 7 * ) , * C Z. T# R 2 7 1 !i, fflD** fcii 
: 

(2 2) - (CH, ) dNR s 1 C (0) R 2 7 5: R 5 1 & £ '(fR 1 7 ii « 

, * ft f> 1- & t 4 o TSli £ A ii^Mit*- ^Wd-^hTH 
)m$rfmi, fit, R 5 1 jSi^R* ■ JHfr^sfc-f**^ R* 1 JiH'?£^: 

(2 3) - (CH, ) pNR 5 1 C (0) NR J ' , ££(iR s 1 isJccKR 2 7 fcjt, *H 
# T £ Jg £ - 3g # o T £ 1 II 3 ii ^ 1 ^ 50 * & & £ ^ r D -> ^ D T )V * % W. £ 
fMU fflL, R s 1 AUtfR 2 7 ST£fM1'&3i£\ R 5 1 liH^^ : 

(2 4) - (CH, ) p N R 5 ] C (0) N (R ? 7 * ) t , 7 * »i, E t 

(2 5) - (CH, ) pNHSO, N (R 5 1 ) , , iwf|-R 5 ' MU RC^i^li^ 
(2 6) - (CH, ) oHHCO, R 5 ' ; 50 



(*0 
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(2 7) - (CH, ) pNC (0) NHR' 1 * 

(2 8) - (CH* ) pC0 2 R s 1 ; 

(29) -NHR 5 : 

(30) 

[0133] 

[f IS 3 6 ] 

/ f \. 
-(ayp-(— c— Ir* 

\ R»* /p 



R s • fcil^R 3 1 li, ^ ta>4fc : 

(3 3 ) 
[0134] 

Utl 7] 

^(CH 2 )p-Q— 6-R 9 

» 

i.I^R 8 0 , R 3 1 , R* 2 jSiitfR 3 s li, R||;^4fctt3fc* ; 
(3 2) R 9 1 ; 

(3 3) -T^-Jl'-C (0) R* * : 
(3 4) -T*$r-/u-C0, R s 1 ; 
(3 5) -T^~»--C <0) -R E r * : 
(3 6) (CH, ) p-7^^;v-C0 s -E 5 1 ; 
(3 7) - (CH, ) pC=N0R* 1 fciCF 
(3 8) - (CH S ) p - 7 ? ,W ^ F *, 

' p«u o , l , 2, 3 4 £114 ^ : 

R 1 -feJttfR* MLT&T : H, ^o, - C F 3 , -OR 1 0 ; COR 1 

0 > -SR' • , -S (0) , R 1 5 (IZZX-tliO, 1 ifrlZ2^&&) , -N (R 1 
0 ) 4 , -NO, , -0C (0) R 1 * v CO, R 1 0 , -OC0 2 R 1 5 , -CH, - 
NR 1 0 COOR 1 5 „ - S R 1 5 C (0) OR 1 5 , - SR 1 5 N (R 1 3 ) t S>£iR 
S*l*sK flU - SR 1 5 N (R 1 3 ) , ^R 1 5 t4-CH, V* < v ^t#R' 
Mi, LT&T : H 4 fcli - C (0) OR 1 5 s ^ > -f V ') T * - 1 - -f * * 4 
y, t h 7 V"-* - 5 -A t L < HW&T h v V—*>- 5 -A . Tfr*- 

UjfcCT^D$*>\ -OR 1 0 3fc*i:-C0 2 R 1 0 T-l&Sft: 

R 5 v R s > R 7 4=5 Jr^R 7 a ii\ -en-PHft^LT, H, -CF S > -COR 1 n , 

— OR 1 n , -SR 1 0 > -S (0) t R 1 5 ■, -MR 1 0 COOR 1 5 , — N (R 1 0 
) , > -NO, ^ -C (0) R ! 0 , -OCOR 1 0 , -OC0 2 R 1 * , -CO ? R 1 

0 -> 0 P 0 3 R 1 0 ~?W&$tlifry ££iiR 5 tt, R* tl^^oT, = 04fcli 

- S * g L ; 
R* UU JMT : 

[0135] 



(47) 
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[it 1 8 ] 




f i ) sk-t or u -> ; 

(2 ) IlAfnT')-^ ; 
(3)7 <j-^7^3^v' ; 
(4 ) V> -JVTJVs^v : 

15') Af D>'^D?,^ ^ ; 
( 6 ■> IlAfGy^DT ,'!/ * I 

( 9 ) Af 0 )Vy ^ ; 

( ] o ) HJft^r dt<j-^?,h*; 

(1 1 ) ^ f- u 7 >) - P 7 A> ■>* ~ ; 

( 1 2) HJft^-f d? 1 )-^,'^^ ;u : 
(1 3 ) ^fn?')- ~ jv ; H I a 

( 1 4 ) IS&^t- D7')-*7 ; v=f;)P; 

( 1 ) —OH; 

( 2 ) - C 0 1 R 1 1 : 

(3) -CHj OR 1 4 : 

(4) ,^D^> (f^Jif, Br, CI 4^5iF) ; 

(5) T)V$rH> in Lit ^ *-?-;w xf,v, '/nkf;w 7?-* 4 fcl± t ; 

( 6 ) 7^ ; 

(7 ) h ; 

f 8 ) Afcy^D7,1/^jP; 

(10) 7 <)-*T,'K* ; 

(1 i ) a t ■) - jv ; 

(1 2 ) D7 1 )" ,VTHJ1' *, i* J: 0 s 

(1 3 ) 

[ 0 3 3 6 ] 

[ft!9] 



it ; 

t V - jvt Af B7 >ji - jyjs j: cF-^r a t >} - )ir )V- : 
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( i ) t n> * & ; 
f 2 ) Hjftr^^/u ; 

( 3 ) t — ^ ; 

f 4 ) m^TU ; 
( 5 ) v^D7 ;M : 

f 6 ) fJ^y^oTH* ; 
(7 ) ^fD7'J - )V- : 

(8 ) f^tnTij-* ; 

f 9 ) ^-f c? -> ^ d r A- : is £ 0 s 

(1 0 ) fl^f Dy^nj)V * A/ io 

( 1 ) -OH; 

(2) ad^ Br, CI ir^5±F) 
(3 ) t;v^^ 

R 1 1 a li, EJLT : 

( 1 ) H ; 

( 2 ) OH: 

( 3 ) T)V*}\> ; 20 

(4) S»r^^ jv : 

( 5 ) tij-*; 

(6) tJftrV-JV : 

(7) *>^oT**^ ; 

(8 ) H3ft>'^ Q7H -a- ; 
(9 ) ^fD7 «j - >v : 

f 1 0) ||Afc7'J-^ ; 

(l i ) Af a -> * d r jv : is J: IF 

(l 2) H&"\t uz/^u T)V%)V 

( 1 ) -OH; 

( 2 ) — c N ; 

(3) -cf 3 ; 

(4) ;^UY> (WjLif, Br, C 1 ifcWF) I 

(5) ; 

( 6 ) v?tJ7 ^ ; 

( 7 ) D>^D?,i^jP; 

( 8 ) T '/ — JPT >u* jv ; 

( 9 ) AfD7ii-,vr^ ; « 
(i 0) tjp^-jv : fcJ: 0 s 
f i i ) AfD7;^^^ 

r 1 2 m"F : His J: o £ r>M ■bfrbH ft : 

R 1 s idu BLT : t )v * jt t/f r V - >^ * »*- 3MR £ H ; 

R 2 1 , R ? 2 fciCFR 4 5 52, mltjtf: 

( 1 ) - H ; 

(2) T & xf/1/, rcfc^K /f- A- J U t - ^ M \ 

(3) TiJ-* (PR**, ^jl-JW ; 

(4) ||7 , »-)Vfl-5Ts ifitS^JS&UT^T^^**S^^SlR$*L* l^J^Jt<7>t 50 



(49) 
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»ifc-eil»3*i4 : TJMrJK ^0^^, CF 3 fcitfOH; 

(5) *>^DTH,v (01 v^n^~>^> ; 

(6) lly^nri^^fl-jT, ^ClSCTm^^^Ss 
±?>S$lt ; ft&£;K& : t;v*;k ^p^>, CF, fcJctfOH; 

( 7 ) Wt<osS : 

[0 13 7] 
[ft 2 0] 



£,t^R* * fiu JMT : 
(!) - H ; 

12) T JU * <#!) & JK xf JV „ bl „ ~f+fr £ fz ii t - ^ >W ; 

(3) TM*4.V#-* (PI*.!*, CH, C (0) -) ; 

(4) Tn^^*v#^*°~>V (flxtf, -C (0) 0 - t. - C 4 H, , -C (0) 0 
C* H s J3 JtCKC 10) OCH, ) ; 

( 5 ) ^D7R JV H\ h >) 7JKt0/f )V) 

(6) -C (0) N H (R 5 1 ) ; 

9iV t LTi±, tJLT : 
[0139] 
[ft 2 2] 




( 3 ) WT<7>St : 
[0 13 3] 
[-ft 2 1 ] 



v 





[0140] 



(50) 
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[it 2 3 ] 



C[Q)CHs 



I 



T 1 



1 



r ? s a, hit : 
f i ) - H ; 

( 2 ) r to- 3- * (W x. tf, .?* * >K ^ jv , 7°n M to . -ff- & itziit- 7-1- to) ; 
( 3 ) t,V3 * v' ;i/ C^ijx. tf x > h * v\ h * V , "/o * * v ) ; 
( 4 ) - C Hi - C N : 

(5) R 9 : 

(6) -CH, C0 2 H ; 

(7) -C (0) t;v*;u ; 43 Jttf 

(8) CH 2 C0 2 t;v*^ 

r j 7 ii, iir : 

( 1 ) - h : 

( 2 ) —OH; 

( 3 ) r n> * * <fl) tf, * JK ^ ^ to , k* )w J £ « jv) ; & i: cf 

(4) 

^ C> sfe * ^ *b S#? ^ *l ; 

( 1 ) T ;v * }V m A. i*\ * JK xf.'W '/o fcf > 4 £ f* 7'^ ^) : is Jt 0=' 

(2) TJV^4->^6^^^^6-^^n : 

R 3 V R* 1 , R 3 * iii^'R 3 3 Mt* ttiLTUT I 
( i ) - H : 
f 2 ) —OH; 

( 3 ) = 0 : 

(4) T,*u** ; 

( 5 ) T'J-* (fl A #\ 7 x - JU) ; 43 J: 

f 6 ) T '? *- to* to (fl*.**, >M 

R 5 0 {±s : 
( 1 ) T)V^)i> ; 
( 2 ) dt'J"- to : 

( 4 ) T 5 / 
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££-cf£»R s 0 £±<*>g(1I|ft£tf* iiLW: tp*)v (Vila, **** ^ 
OH 

( 1 ) D7"J - : 

f 2 ) ttJI^T nT9-*;j3jttf 

( 3 ) 7?; 
i£Wt t - „ 

[0 14 1] 

[0 14 2] 
[ft 2 4 ] 



( X = N £ tz C H s a = N S Ji C ) 

iit, C-5tC-6t©W©8-&tt, if&SKJfcCCfffcU * LTB li Ht*4^ 
[0 3 4 5 ] 





(i.OA) 



(52) 
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[ft 2 6] 




R 4 



Off £ L^S^1*# 

C - 5 1' C - 6 t ^0|££ii, <MlOSCT#&U * LTAIiHt'|>S^\ 
SfcttC - 5 t C - 6 k t\ ^LT^-AliH-CA-fe, 

[0 14 6] 

*?* L< ii, R 1 . R* , R 3 iUCKR 4 fi\ ®&LT&Tfr bm&.Zti& : Hi. felt 
^d, J: l< Ji, H, B r , F itiltC 1 , £ £ *)$£t l< it, Hifzit 
Clo All. 0 <7)ft.gK)5"fb^t LTfi\ y^n (flRtfU 3, S-i^n) fcJcO^ 

, 8-v?tJD), JsiCF (3-?DD) Wmfhfr&o 

[ 0 3 4 7] 

[0 3 4 8] 

iff* t < «\ R 8 iii^T : 

[0 3 4 9] 
[ft 2 7 ] 

(4-0) 



W> (3.0) , R1? R* 



(5.0) 

[0150] 

**>*F4L.<tf, R 8 rt2. 0 4£l*4. : *LT*4»*F* L<ti* R* ii4 

[0 3 5 1] 

L<iix F££(*C ! J , >'Ty\ -CF 3 JsJCKt/u**; c CCfflffiUlftT ^ * ,Vtf> 
R 1 1 a &Ta-fca#3*i*l&£-?l&*;fi* : (MiKiis FitiitC 

C Tflff T 'J - J: tf® & v ji . ® s LT JUIT*- & 4 & ##■ **** 
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*>$£*L<«3\ r 1 ] * &Ts&-e>B*?s*u> : t-7^'K vr 

<HU R ! 1 a Si:, J^T^&£»*y^!£*i& : t-/^K y?;7x^JK 
P7x^'K 7*tf p 7^~>i3 JrCK^ u^*5/;v 0 *i3j;^|il<ii R 1 1 ' i± 
» £1 l- 6 iSKS ft* :->t/7*~,'K p -->7 / 7 *^*j&*$:J3 J: ij$F4 

Lv»« 

[0 15 2] 

£ tfeJft~> ^ n t >K ,1 ^irfSMv * q t rt^ ■ a, jfctf, LTjaT»^fc&3? 

ii7**o) fcJtfT*** (&4L<(iv ^f-*4jtrt t -7-f-;v> 0 R 1 1 &*>eajt 
Ltwu JUT#3£*f %ft& : .**>k jt^-ii/^ ynt'K t-7^;v, ->?d^->jv£ 

f:!ll^y^oA^y^ <fcl)Jff4 L<l±* R 1 1 Jiv &T#-f>«8?3 ft* :^?*/K t 
-7^K >^0^->,'K ^OtJy^Myl (*f * L < 14 ^ p-^Dv^DA^- 

5/*) ifdi'JHny^nA^y* (#4L<tft* o-7Hny^nMy^) d # 
<J>*f4L<ii, R 1 1 li, &T»-£&.oi?»*^«£ft*> : t -7*-f jv&j^v 

^A^y,'K t-7fiH/;jj;y^nA^y^ fc*5 J: •) #4 Lv» 0 
[0 15 3] 

jff*t<«, R 1 2 ii, UlT^%jIK£*U-> : Hi f^il^f K S*>Jf4 L < «U R 1 
[Q 1 5 4] 

R 5 , R 6 > R 7 ££cKR 7 a |±, JfiL<liHt*4, 
[0155] 

*?*L<ii, R 9 $i\ £LT^*>4*»*t>*KSHa : 

( 1 ) <^T D7'J- ft/ : 

(2) tlAftJT 1 )-^ ; 

(3) 7<j-*7;v3^>- ; 

(4) iJ^TV-JVTJV^^-v : 

(5) ATDy^oTM* ; 

( 6 ) HSI^f - Dy? D7 * 4 ;V : 

f 7 ) Afcy^D?^^ *t * ; 

( 8 ) Dy?D7 * * fl> T A- ^ ;V : 

(1 0 ) H3&^r p 7 ') - ,17)H' * ; 

(1 1 ) AfC7i)^|7 ^ - J: 
f 1 2 ) Hjfe"\T nry- *7;H x * ; 

o , 2 o 4 it 3 o ) Oi*i-Cf»$ H & : 

( 1 ) -oh; 

(2) -CO, R 1 1 ; 

f 3 ) 1 oU± {PU i*\ 1 o v 2o, 4 ii 3 £ * t < it 1 o) 0 HiTli 
ZtitzT)\>*A> <Mz.&, - (CH, ) d0Hii^qttl-4^D, a =U*JflL 
^) 

(4) («x.ur, Br, F, IifcliC i) ; 

(5) r;v*>K C3-C6 7H;K Jf f L < itC 1 - C 4 7*** (Wit** 

.xiK'K 7D tf^ifciiT*^* (ft£L<tt* -f v 7*p t: )W£ fcii t - T'f- /H 

) ; 

( 6 ) 7^; 
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( 7 ) Y *) * a- ; 

( 9 ) t '/ — %> r ;v * ;v x. ur, '< y > ft-) ; 

(1 0 ) Af07IJ-^ (flf £ tf\ 1J £ J; 

(1 1) AfD7»)-HH)P (f^')vy-CH 3 ) o 
[0 15 6] 

f 1 ) ^ -f D */ p T }V * A- \ 

( 2 ) H J^-^r uy?D7 a- * ;v : 

(3 ) D7)^-17)V^ A- ; io 

(4) |^fD->^nrW7m; 
( 5 ) Af-07'J- )V7 A-3- a-- : 
( 6 ) HJft-^T o t 9 - * T;v^ a- ; 

( 7 ) AfD7'J-)V7)^^ JUjfe j: OP 

(8) fiftAfP7 9-Ji'7H^; 

CD -OH; 

(2) -CO, R 1 * ; 

R 3 ' fis WT^e>*&^^^sn?^*ii : h4£M:7A-4a- (W*.**, **a> 
a £ , &iL< !i7;H;K £ £ EflftfcJiF 4 L < it, * Jt ^xf * ; 20 

(3) 1 oJM± UN 2o* jfc ii 3 «f I L < ft 1) <?>- 0 H^-el^- $ 4t 
fc7A-*A< (WAtf, - (CH, ) a OH* CliTqlil - 4T*>), a=Hf JL^ 

) ; 

(4) /vn Br*fcl4CI) ; 

( 5 ) r ft-* C1-C67 jp. If 4 L < »4C l - C 4 7 >w tf, 

t - ; 

(6) 75 / ; 

(7 ) h "J*-* : 

( 8 ) ^ r d -> ^ d r a--^ a- : 30 

(9) T f j-^r;v^;v ; 

( i 0 ) Afn?') - Hs&xcf 

[0157] 

<£ L < «U R s UU &T^&**8Pj^&WR3*i4 : 

(1 ) Af O^D?;^^ ; 

( 2 ) HJft H >'^7 A- 4 >v : 
( 3 ) -\f Dv-^ c7>^^7 a- * * ; 
( 4 ) HM^r n->^07 A-3- )V-t )V : 

( 5 ) ^-r d 7 U - A>7 * * a- ; 40 
( 6 ) HM^r 27')- A- T A- 4=- A- ; 

(7) nr'J -;vt;p^^;v45J: <7 

(8) 1^7 079-^7^7^*; 

f 1) B r 4fciiC 1 ) ; 

(2) 7 A/ 4 JK C 1 - C 6 7 A-* JK *f 4 t < fi C 1 - C 4 T A-4 ft/ (fl*. tf, 

t - 7^ ft-) ; 

(3) loJ,l±?) lo, 2o4fct4 3o v Jf* L< 10) -OHitf^ 
?ftHc7^* (fljitf, - (CH2) dOH, ££-Cqfi 1 - 4^}}, q_=ltfU 50 
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3 U-\i : 

( 4 ) 7 = ./ ; 

( 5 > h 9 i ; 

(6)7 9 -171*133 J;?/ 

( 7 ) pytj- ly fl,^ jv 0 
[0 15 8] 

^iJJ:^}H<fi, R * li, &T**&**fc*&jHR3;H.* : 

( 1 ) D>^n7,l^ 171* l ; 

( 2 ) H&^r Qy^D7 a- 4 1 r * 3- l : 

( 3 ) Af Djij- )Vji4 lis J: o 5 10 
(4) S^fn7«j-*T-V^jl'; 

fl) mjut. Br, i fcfiC 1 ) ; 

(2) 71**, >ll£, C 1 - C 6 71*1, ftF £ t < HU C 1 - C 4 71*1 

, *?-«K jl^jk T'ufcfi, ■fV7'Dk t ;K WiAiit-r^K :E*)£f*L<J± 
, t - -f& i) ; 

( 3 ) 7 5 J J; IT 

(4) MJf^ 

[01593 

frfcjt L< i±v R* ii, JaT*--£fc*f?#^£K£it& : 
( 1 ) A f t?y? D T 1* 17 1* 1 ; 
f 2 ) tt^^T Dy^DJ 1* 1T1 * 1 ; 
( 3 ) Af n 7 n - iri* 1& X & 
(4) fi^f D7iJ-^7>^>; 

( 1 ) ^ d (fl A a\ Br, ttiitci) & i: a' 

(2) 71*1, C 1-C67HX JJ* L < itC 1 - C 4 71*1 

^ * 1, ^-7- i, 7*D fcT 1, ^ v /a b: 1, 1 i t - -f-f 1\ #<>«Fi L < li, 
t -7^1) 0 

[0160] so 
4 is $ 5> k J: •? L < rtx R 9 tf, &Tfr h S> igft $ *t*> : 

( 1 ) tT ^ 9 y«)V (p i per id i ny I) ; 

(2) ti^'Ji^l (piper i z iny I) : 

( 3 ) - (C Hj ) p-t'A')v^^ (piperidi nyi) : 
(4 ) - (CHj ) p - ^ 'Jv-'V (piperizinyl) : 
( 5 ) - (CHj ) p— f 17 f 'jx. lis J: O 5 

( 6 ) - (CHj ) p-^/ 1 / 9 1 ; 

SS^fciliKSfr* 19, 2 I fcli 3 9<0^»^-C^3ft$*i-& : 

(1 ) (flAtf, B r JfciiC 1 ) ^JrO 5 4a 
(2) 7)Vfi, C 1 -C 671*1, Iff* L<tt, C1-C4 7)H1 (US*.** 

, t -7^1) o 
[0 16 1] 

frfcjt L<f±, R* &\ WT*-f> 3 ft* : 

(!) _ t'y^n ; 

(2) - (CH») D-tfi'J^: 

(3) - (CHj ) p - <f 3*V>J* ; Jbjicf 

( 4 ) - (CHj ) p-f*7*9-* 4 

di-Cpli 1-4-^4^ *LT3R* *<Ojfg££ii, d&gfclSCT»:fcLTJsllT>£* 50 



(55) 
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h W £ £#5 2 o £ ft 3 ooH&ih:- £ ft & : > f> ;K * J: 

[0 16 2] 

fri53*>Kj: ! 9&£ L < fix R 9 JWT>9>$>fr£»#-$>iliR3 : - (CH, ) - 

-f^ 1 / »j >k c £ x-m se * * ^ % / u *s a . « t t t t ^t»* % * 5* &h 

[0 16 3] 
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^ t\ n - > f - * t: ^ «; v ^ ^ >j - -y - jvstas-cfea L T\ fc^ 9 ->* >- If 4 e 
(PJxJ*\ 7,^*^;Wb, Tv;Wfci3j:t^A^^ Mfc ( c a r b 0 m y ! a t i o n) « 

<os8s.i± , a $ ■ - a 3 r*ie& l ?t t mn^Tfrnx* . l t <> 

[0 2 4 7] 

(»lf4*^PJ 1 ) 

(isa : ft;« (2) om) 

[0 2 4 3] 



(85) 
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[it 6 7 ] 




2 



Loratadine (MjSW) < 4 4 S g , 1 . 1 7 m o 1 ) fr, 2 L*> 7 0 % H 
C 1 7jc^m ( 6 0 0m I <7>H 2 OK 1 . 4 L^SKC ! ) <¥KX . 1 2B#ffiS3i£L£o >k 

N a O H -etSg-ffc L , lv>tx CH, CI, ( 1 x 4 L & J: 0*2 X 2 . 5L) rfflmtft 
o ^oortffifc/v-f y-eifc&U Na 2 SO, iSiiCPMgSO* *t-ag*su #^-c. ift 
1U» tt^)|»I^tLt, 3 6 3 g<?>$mi-&lto (2) £3lfto M 

H* =311 

<I|SB : it&m (3 ) <£>H«3) 



».5lSlPj 3. , H§A#-*>#fc^JE'ftiN& (3 6 3 1 . 17mo I) N» K 
T, h *) 7 Ha> * 77 ^gf ( 1 , S K g ) £JlB*.fto 1 7 0 

% L ft * * <£>KJ&£>3£hr it, 1 H NMRtt-^-Uo 4 0 Ifev i 4>£Ifc ii, 6 3 % 
L^Lti^^'-oC, 8 0^, Z<D8.&li, 1 H NMRta^ 8 0%SfcftLfc£ 
t^^oft;^^T\ Sfeft&CF, S0 3 H (130ml) *7JU;U ?f>K24«#W 
s ft%*gttl£ e ^'^-C, *ft*#K££s LTN a O H (50%) SO OmLtfi 
*-fbU *LTCH, CI, (lX8LK^k>^ 1X7L) V 2 Hffltb L fto 

He O^f^U *LT*»J? -eiitM^SO* 13 

JttfNa s SO, *L"C?fJ£. -b 'J v f ?j*i§ Lfto f««8lT, 1 

3kgt?DYf>?77^ (iJUJU 5%CH, OH-CH, Ci, <T>*~T"e& 
ffi) IC^c^-e, 10%CK S OH-CH, C! £ t*M1'&) ?^07f^7^-C* 
tfT, mfZ^t LT, ^SKt-fr* (3) 1 0 2 gfrftfcc ikA7 3 - 7 5t) : MS (FA 
B) m/ 2 4 8 3 (MH + ) » 

[0 2 5 0] 

<I*§C : fk^fi (4) 

[0 2 5 1 ] 



[0 2 4 9] 
[ft 6 S ] 




2 



(86) 
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[ft 6 9] 



o 




.-oi 



m.%nm> isb^im-^ (i45g)ocH, ci, (id mtK, on 

£o -e*t*x 3f)K k CH 2 C! 2 (ID t#«Lv * UT 2 L^>#N a HC0 S (o 
H#&7-8) fc*U*#Lfco *o£flSJI*j5«U ^LTMgSO, fcJiCFNa* SO 
t T&**U »3§L. *LT»,fcLT, 1 7 4 g ^I^M6M>ff£#£<> 
* "> V * ^JW* "7 A * P V N 7 9 7 -i 1 - ( i itWU 20-60 %<7>f'f )V 
-?ftm-t&) rttlSL-C, (4) MS (FAB) m/ s 3 8 3 (M 

H* ) o 

[ 0 2 5 2] 

(D. (6) fcJ:tf (5) ^>»«) 

[0 2 5 3] 

[ft 7 0 ] 



1 , XI1C (251g, 0. BSmoDS-CHaClj ( 

1. 6 5 D £&fi£U *v»T*x yrniy^f*^^ M > (I32g, 0. 4 6 2 
mo 1) fcjflxfco i^**, *©** f JSp-H4*i"C, JftttLfco - 1 

t:t 1 tW^&.ire#--3f too, ^H^Tfct\ 0 TJ*-C#*PU f Lt3 7:ffl 
UfcfcoT, CF 3 S0 3 H (17 4mL) *Jqx.fc Q ^coEMl^M, fig* It)* 
ilTPLoo, 3eirWL, -1 Ot^-C^U % LX 5 0 %N a 0 H (1 70m 
L) -CftgltLfco ^^tCH ? C 1 2 T-itft, MgSO* ^*BSU 

LTgi&i LT-, 3 5 4 g^«fel&ft#*:4lv v U * ^t^D7 ^"7 7 f- f 

ifttiU 10-5 0 %WftB^*JW-^**^E*?*tti'**) 5 0 g Wft-fr 

% (5) (C$1 4%) i5 JlCF 1 4 7 g^SM^IUbl^ (6) (||4 9%) *#fc«> 
(6) MS m/z (re! int ens) 4 6 2 (M H-S-) lik&fy (5) M 




W 2005- 515201 A 2005.5.26 



S m/z (rei i n t e n 8 ) 5 4 2 (MH + ) o 
[0 2 5 4 ] 

(E. il&to (?) (S) <DU&&) 

[0 2 5 5] 

[it; 7 1 3 




10 



^r/>0. 1 S 6 g ( 2 , 2 mm o i . 5^1) ©THF ( 5 m L) fcifcfc , ffc-fr 
$£>6 (.-Hf±, HI* 1 , IgD#-f>ftfc) 0. 20 g (0. 4mmo I) 4: to*.* 30 

( 0. 2 4 3 g, 2. ImmoK 5^®) t-jgKjljItf.fco ^RJ&fc^ 

U # ^*lifcft£s£gj ^75 ? Vi^nvf^V-f - ( £ H fi, 3 - 4 % (10% 
CH 3 OH :NH* OHtlW) -CH 2 C i 2 "C^ tlfgLT, gJSffc-fc* t 

7) asjttf (8) <7>ife#&t#it<> FAB m/ z 4 6 7 (MH : ) « 
[0 2 5 6] 

(F, *b&& (9) (10) ofi-frfe) 

[0 2 5 7] 



(88) 
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Ut7 2] 




7 



6 





1-3 



LiKC ! (lOOmL) tO»**lWK ZMEfrb&MK&to (4 3. 6g) <?>ig 
Sit, 16HM*#Lfco *<^£l£iS-&fc*#fcifegi\ *LT*NH, OHf 
ffig-fbU CH 2 C ! t TtttULT. ft&& (9) fcJttf (1 0) -ft 

fco MS (FAB) m/z 3 9 9 (M H* ) © 
[0 2 5 8] 

<Mu.mmn 2 ) 

(A. rt^i) f 1 1 ) ) 
[0 2 5 9] 
[it 7 3 ] 

Br, 



30 



I../ 



1. 



O 

EiQ 2 C 



11 



40 



1 , ISD^e>ft^-fb-&«9 6 (lOg, 21, 7 mm o 1 > il^^H^J 
1 > XgAtIBitL)t«S;tFfCtt5tTj!ia*^»L-C, £Hffc-£» (1 3) MH 
+ = 3 8 9o 
[0 2 6 0] 

(B. *b-&«S (12) ) 
[0 2 6 1 ] 
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[it 7 4 ] 




11 12 



H&^&fli 2 , ISA h&tz V * y&f&&J (2 0 g, 0 . 5 m o l ) 45 J: f U if 
)V7 5> (10. 4 g, 14. 4 mL, 1, 0 2 mo 1 ) M*U3\ 
( 1 0 0 mL) t^fl? LA ) K x tMb * * > * ( 8 . 8 g , 6mL 0 . 7 7m 

HC0 3 "CftiStLx * L T^*8£IS v^^v-^A^feL Ac iE^TitlLSit^i 

CH S OH ('T^^TTfflj -CH, C U Tigftt&) T*f|iSLT. Mft^fc f 
1 2) 4'f#A 0 MS (FAB) rn/z 4 6 9 (MH* ) c 
[ 0 2 6 2] 

<X|§C : -fb-^ft f 1 3) * Jrtf ( 1 4 ) <7>ISSI) 
[0 2 6 3] 
[ft 7 5 ] 




XgB#-$>4*fc4jfttt (2 1. 25g> 45. 3mmo !) l^t^* 
XSE^iaaLA.^iraCfi^mffiLT, ffc-fc** (13) (1 
4) 2 2. 2 g*#fc„ MS (4 7 3) (MH + ) 0 

[ 0 2 6 4 ] 

(D. it-km (15) JSJttf (1 6) ^8I».) 
[0 2 6 5] 



(90) 
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lit 7 6 ] 




10 



15 16 

m^Mnn-z, igc (22. 5 g) ^ihc i ci 5 om 1 > 

CH 2 CI, -CttttLTx it^m (15) 13 Jt (1 6) Ofc£tt*4»fco MS f 
FAB) m/z 4.0 5 (M H* ) 0 
[0 2 6 6] 

(E. -ffc-fctt (17) &£CF (i 8) ?>U&) so 
[0 2 6 7] 



(91) 
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[it 7 ?] 




17 



Chi ralpack AD f) 9 A frfc St« H P L C 4 0 - 5 V 7 s 

D/'nV - ;i/ : 6 0 ~ 5 0 > - 0 . 2%yxf,V7?, ^T*M1'.g>) K Jt =9 n HISS 

$ttfl2* IfB(?>1b^^^f^^ affPteT?^ (17) (18) 

[0 268] 
[ft 7 7 A ] 

1b£t> 17: mp = 11S-1 19; [«] D =+ 136.9" (9.00 irjg/2mL, MeOH); MS 
(FAB)mte469 (MH + ). 

22 

1b£& 18: mp » 1 19-120; [<*J D = -178.2° (9.90 rrjg/2mt t MeOH); MS 
<FAB)m/z469{MH + >. 

(Hi?*^PJ 3 ) 

(A, itm (19) ) 
[0 2 6 9] 



(92) 
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P»M2, X&Bfrb&ttKmit&® 12, Og, 4. 3mmo 1 e) ODMF ( 
5 0m! ) femK. ilfa^TKT, h 9 if^T 5 y (17m!) , <j 
>M 2 , 5 m 1 ) , * V '7 A (3g, 2 1. 4 m m 0 1 e ) , %\t'r H/f^7> 
t-^A (2. 8gx 8. 6mmo 1 e) i3jr«^7V , )A (II) (0. 1255 
g, Q. 5 6mmol) frjq*.^ # fe*i^fi-&fe* 1 0 0 *e*Pft U * LT 4 
»U ifilT^L, M^ft^Uto CH, C ! 2 i3 J: C/ 

^e-C^tfJ-TA) t*ffltT»»LT, &g-ft-&& (19) frftfc. MS 4 S 7 (MH 

* ) o 

[0 2 7 0] 

<igB : fb-a-ft f 2 0) J3 JtcK (21) *>iB3*®) 

[0 2 7 1 ] 
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[ft; 7 9 3 



P 




20 



m^.%WU3, A fcgS'fb^ (6. 4 g> 1 3mmo 1 e) O^*^-* 
( 5 0 0 ml) mm ( 0 . 9 6 g . 9 . 7 mm o 1 e ) trjfl^.fc 0 *eoRfi&& 

*0t^i nfriflLfco *^7|c^bt- f 0 £ A (4. 9 7g, 13 1 mm o ) e) £4>L1*' 

. 4 6 gv 6 5 mm o I e) *JjH*.> ^£ 2 l$|8JiS#U #:^T\ 

feiLr^ + h »)9A*jpx, ^M^CH 2 C 1 2 t 

•Sib t o * Mt^'^A U /III, * L £ til L X 

, IS^xf* (2 0) jsj^tjv^-jv (2i) Sif&^I^Mlc. i<o?afi 

[0 2 7 2] 

(isc : (2 2) <omm 

[0 2 7 3] 



(94) 
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[1 t 8 0 ] 




21 22 



pS£«f^J3. I^B^M#^£iM (5. 7 4 g) ©CH, C! ? (100ml) i 
ffll^ h'Jif (2. 4ml) iMfc* £ /u*-* Co. 8m!) 

t-®<>< *)tmi. m%-?\ -mm&itio %<?>&w>m., imfcm&m 

*£*U iilU * tT^«li-e^|jit^o ^t&MMi^&'B iotage f 
A y A f C fttiU 3 0%l^f^-CH 2 Cl 4 Ti£ ft 1' *) t T , 

flfrH^JUbl^ (2 2) ^,MS 5 2 5 (MH* ) 9 (EU Ltz^E^^ru ( 
2 0) J o 
[0 2 7 4 ] 

ms&tiim 4 ) 

(A. *fc£tt (2 3) ) 
[0 2 7 5] 
[ft 8 1] 




11 



Pt^M 2, ISA ^ fcft ^SUt^ (11) ( 2 0 g , 5 1. 3 2 mm 0 1 e ) 
<OCH B 0H/H 2 0 (4 0 0ml, 5 0 : 1) mi&, V- tc-rt Wy^-*^ 
(16, 8g, 77. Ommole) *Jnx.fc. p H* 9 i-PSo U ^coS« 

, aH^^ (2 3) MS 4 9 1 (MH* ) o 

[0 2 7 6] 

(B. *fc&& (24) ) 
[0 2 7 7] 
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[ft 8 2 ] 




24 25 



m^M&l3, xmBfrh&tz&Elt-i?® (19. 6 2 g, 3 3. 5 mm o I e ) <T>±- 
( 1 5 0 m L) Mfi^ (TV) ( 1 . 9 6 2 g) fr2fl;ifc» ^«SJ£ 

MSHt&i: (TV) 2M%*}jqx.. -<oE.i&tit\ H, .'^—^.EM^TKT, 
£ fj> K 6 e# L fc<> Z. <o$&® £ -tr 9 -f h I , * LT$c&#& £ T« L"C . 
&&mf^k Lt, (2 5) ££fco MS 5 11 (MH* ) o 

[0 2 3 0] 

(X^D : ffc-frg! (2 6) «>Mil) 
[0 2 3 1 ] 



(96) 
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[f t 8 4 ] 

/ 




10 



25 23 



Pt^s|M3, XWC (2. 0g, 3. 9mmoi e) ^^fc4ft^THF (30 
f^TJK^^A (7. 8m is 7. 8mmol e) *}Wx.fco **>Etjfcfc 
"C) WSPU *LT*r#£*iHfcv' -f V^^Tn/S-?*/ h (7. 8m 1) 

fr&fe* o t; 4 -c^sp u * 1 x mn&mitH v jvt * 3 „ * a 3 . 9 m i friwi*. 

* x > ®& X V 1 , ON N a 0 H "CM* t fz 0 f^mi^ii? ^ * v 7 A -Cjg» t 
, »»U *UTteHM^R4T'jftiKLT, 9rS£Jmfc'frfe (2 6) MS 4 7 1 

CMH* ) o 

[0 2 S 2] 

(igE : (2 7) <?>».) 

[ 0 2 S 3 ] so 
[ft 8 5] 




40 



ttLA* MS 5 4 
[0 2 8 4] 



9 (MH* ) o 
W (2 8) 



(2 7) 



50 



(97) 



3P 2005-515201 A 2005.5.26 



[ 0 2 S 5 ] 

[its 6] 




•CI 



Pt£«f?!!4, xmEfrh&t:%mik&® (1. 6g, 3. Olmmole) ©DMF 
(50m!) , >f y-f «; I* 9 £ A (Al dr i oh) 10. 4 0 7 g , 4 . 

5 2mmo i e) *JP*.fc«, *«>£JE&ig£-£^ 2S*rafcfcfcoT, 9 0*0* TlmfcLfc 

LTft*MK»* T$|L,to ^MIW*7i^D7 1^7 7 -f- (Cilii, 2%C 
H 3 OH : 7^-7f|lD-CH 2 C i 2 ^fcitil-*) t«8LT, £JHfc<frfe (2 S 
) MS 5 19 (MH* ) o 

[0 2 S 6] 

[0 2 8 7] 
[f 1 8 7 ] 



P»Hmi4, IISF^&fcfciAfe (0. 55g, 1. OSmmo 1 e) *4Nv* 
**ty/'AC 1 (20ml) mUffiLA:* 36#^»t, ^ 

^-C, iffeTOHT, SSft-frft (2 9) HRM 

S 4 19 (MH* ) o 
[0 2 8 8] 

(A, ft-grfc (3 0) ) 




(98) 
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[ 0 2 8 9] 
[its 8] 




.CI 





mum^ms, X£B^£>#>Hfc-&$S (2 0) (0. 67g, 1. 37mmole)<r 
THF (5mL) Ki&tgL£o *<7>iS#&fcv IN NaOH (6. 9m!) tHii, ft 

L, ML, ^-LT^«1I^«LT, IW-DUT, SMffc-frfc (3 0) fcfc 

fMl 2 2 . 7 - 1 2 3. 4 tJ : M S 46] (M K + ) 0 
[0 2 9 0] 
<£JfcWI 1 ) 

<-ft« (31) ^O 5 (32) £>Mfl) 
[0 2 9 1 ] 
[ft 8 9 ] 



|i$£*M2, X^E^>M#?Ht£$3 ( 1 7) 0. 31 g (0, 6 6mmol) *\ SB 
tg$jtffK XflETf^L^m^tl^Ctt^MLT, ^» (3 ]) J3 Jt (3 2 
) coift-frft*!*, HPLC Chi ra 1 pack AD*7^ (£ 





31 



32 
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T?$miT, 0.0 4 gV>£&it&& (3 1) &£&0. 0 7 g^SMffc-fr* (3 2) * 

[0 2 9 2] 
[ft 8 9 A] 

te£#5 31 : mp= 174-175; [a]^ 2 =+ 96,0° (3.6 rngErnL, CH2CI2); MS (FAB) mte 
473<MH+). 

it A«5 32: « 173-174; [a] D = + 21-7° (8.4 mg/2mL, CH2C12); MS (FAB) mfe 
473 (MH + ). 



(ft** (33) fcXl? (34) OSS) 
[0 2 9 3] 
[ft 9 0] 



18) 0. 3 1 gl\ fb&tS (3 3) (3 4) *>ifi-&fetc:&ttU £ii£>£, 3I£ 

& s t, Ch i ra I Bac k AD^vAHPLC (£ftt;L 3 0 %-f v/o/nV - ;i/ 
- 7 0 96^^-0. 2%>if^7? TftlBLT, 0. 12gcoM^ 

ft&lb C 3 3 ) i5 Jt tfO . 0 4 g (34) 




18 




34 



[0 2 9 4 ] 



(100) 
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[ft 9 OA] 

1tt$Hto 33: mp = 178-179; [a]p 2 =- 30.5° (9.5 tng/2mL, CH2CI2K MS (FAS) mlz 
473 <MH + ). 

it&m 34: mp = 172-173; [a]p 2 --84 s (3.5 mgi2mL, CH2CI2); MS (FAB) mfe 
473 (MH*). 



(^ttPj3) 

Hb« (35) is <£ ( 3 6 ) oMS) 
[0 2 9 5] 
[ft 9 1 ] 



Br 




P»M2, IgB^^Hfc4W (0. 4g, 0. 8 6mmol) 

(A! dr ich) Tiljlit, K XflE tEiJ UtiSi 

-ejftffi t T , 3 5 $i X 0 s 3 6 ©fi-frfcfcfl, iii^^, £ <5 fc % 7rr> ^a7 

- (iH HL femtk LT\ 1 0 % C H 3 0 H : » N H s / C H , CI, V 
§asi-*) ^MLT, 0. 1 3 g^Htt-ft-frfe (3 5) *J:CF0. 1 7 g^fl&ft^fiJ 
(3 6) 
[0 2 9 6] 

■fb^-ife (35) :mp=3 1 6-1 1 7 ;MS (FAB) m/ z 4 8 7 (M H + ) • 
[0 2 9 73 

ft£f> (36) : m p = 1 1 1-1 1 2 I MS (FAB) m/ z 4 8 7 (MH* ) o 
[0 2 9 3] 
<*Jt«4) 

iik&m (37) is <fc CP (38) OMS) 
[0 2 9 9] 



(101) 
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H&£ffiPII 2 > X^D 4> *r b > ( 0 . 5 0 g „ 1 . 2 3 mm o I ) „ H i s t a m i n 
e (0. 21 g, 1, 8mmo i) feiCFp- N/u^y^**^Bt 

«f) *fc*h*x> (40mL) t:-ML, f LTf-f - ^ - X ? - ^ f 7 ? -/iif, 

hco, -cttto u ?t o > * <oMm,m * m g s o * -c§£ * u * l t»#-;i * -?« 

v »J *yJU7 r?y^/DYF'/77^ (£*Ui, 3%CH, OH (NH, 

-ch 2 c i , -ciStei-*) itv 0. 1 7 g ( 

C$2 8 96) «5 -"I^t;^ 5 (3 8) a 5 $S>*i % ^ LT&rfctb^Jftfci L 

0. OSg (0113%) oe-Wftfc** ^ (3 7) ##Ml£o 

[0 3 0 0] 

ffc-&ft (37) : m p = 1 2 4 - 1 2 5 : M S (F A E ) m/ z 498 (MH* ) o 
[0 3 0 1 ] 

it%m (38) : m p = 1 19-1 20 IMS (FAB) m/ z 4 9 8 (MH '" ) o 
[ 0 3 0 2 ] 

<^&fl) (5) fc-fctf (6) ) 

[0 3 0 3] 
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mm.® 


R= 




f> 


o 
} 






(40). 








& 


HH 2 


(42). 



<*KW7) 

tffc£*«l ( 4 3 ) 4=3 J: 0? ( 4 4 ) OMSK) 



[0 3 0 4 ] 
[ft 9 4] 

< 

Q 



22 



> 



* rS 



AS 



6 



44 



3, X^C fcfcfc ftflft;^ (22) ( 1 . 0 g , 2 . 0 3 m m o 1 e ) 
60DMF (20 m L J vivil^, -Y 5 ^V V 'J HJ £ A ( 0 . 2 5 7 g > 2 . 85 mm o 

U« *I£j&l3£B i o t ag e*7A^P7f^77 f - UtUi, 3%CH S OH : 



(103) 



JP 2005-515201 A 2005.5.25 



LT, &m.ib&%fi*&Ko Z<OtiL&®%, Prep HP L C Chiral AD* 9 
A (iHlix 3 5-4 0%^V7 , D^V-;v-A^t> ; q. 2%y'xf,vr.= 

t*>) *m#*+>**v-£%>mix, ^mtsm u 3) (441 m 

S 4 9 7 (MH* ) o 
[0 3 0 5] 

(III A : ffc-frfc (4 5) OSSS) 
[0 3 0 6] 
Mb 9 5] 




45 



2 - ^f JV-f ? ^'/-J^DMF (10ml) Cftfffl£ 0 ISMaHt 

[0 3 0 7] 

(X^B : il-^m (4 6) ^)».) 
[0 3 0 8] 
[f t 9 6 ] 




30 



7 tis^ l ^ tmn^M^u^ x > -< 5 ^ v u * * h u t> a * 2 - * * > 

4 \ *) )lT* ^ ») '7 A (4 5 ) -el ift?tT, IcJWb&IS) (46) tf> ? -fc ^ 11 t-m 
mtfzo MS 5 11 (MH* ) o 
[0 3 0 9] 

Mite® (4 7) & (4 $) <r.)U&®) 
[03 10] 
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[it 9 7 ] 




Iff A X' 4 - * )V A 3 ^ )V £ m § ffi x. X , g£ M 8 £ L* li*^ -ft£-& ( 2 2 
) * ? 4 4=3 J: 0* 5 - >' ^ft^ 5 ^ v v - ;i/f§i$1$ (47) *5 J: (48) O 

[0311] 

(ISA : -fb£*4$j (4 9) 

[0 3 12] 
[ft 9 8] 




S E Mftfl ^ t^W 5 ^V- ;v ( 3 0 g , 0 . 1 4 1 m o 1 e ) (£ JltiU Jl^li 
Whit ten, J . P. . J . Org, C li e m. 1 9 8 6, 5 1 , 1 891-189 
4«ot, ISSLfc) S-> THF ( 2 5 0ml) -78tt, H#|«fc*>fco 

2, 5M n - /-f^Vf '7 A < 7 4 m i > 0. 1 8 4 m 0 1 e > fciBjtfco 
-7 8 ! C'Cv 1 ffl»U #v>t\ l/2«*»^4?AoT> ^7x^^>7 
K (3 4. 2 7 g s 0 . 155mo 1 e) OTHF (1 25mL) mi&t'Mt-fco 

U n.t^i:fc/;ot, ISffS^io U *<s>> 

■>3lM»$^f^ (2 5 OmL) TMfrKU ^Ul. OM Na OH (5 x 5 0 m i 
) ^v»-C, "?y4y (5 0m!) ?&&Lfco f^)f-ilf^Na 2 SO, 

fllU f L.tiliLfc 6 f^tiW ( 4 5. 2 8 g, 0. Hlmole) * 
(1 00ml) JJiCFSM EC I ( 1 0 OmL) K W U ^Lt6 

Ot)t\ 1 2WM#l.£o iI*I^L, ^?>*IM«SgH 2 0£2£B?L£o pH = 
8 $ * i X\ 5 M Na 0 H %M *. , % <h ffi-frft *ft K^* JVCttl ft t 

fee #M f LT77^^tiiL, Na 3 SO, Tlc&U ^1L, *LT 

iftStlfc© 77r>^/0^P/v7^ 7 0 : T-t h >"CitdJT 

&> t£|S?#& fc , B§@»H.t, fc*l£<> £*>T*>*. DMF + 

*CT\ mWK^oT, NaH (1^-1) i^^UgJ&^^T, %ffit&%S (4 9) * 
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».*»~4, IgE*^;#/:f^S (2 7) *\ 4-^f-;v- 
~*-lH-^3 ^ ^ f- h '? '7 A (49) 3ft x T, *J 

?^T, JKtftfeHJ^^tLTv gS-fb^ (5 0) MS 
[0315] 

(IgA Mfc-frft (5 1) (5 2) ©iftfJ-*) 

[0 3 16] 
Kb 10 0] 



7 r 



/ 



» \ # 

27 



-CI 




-C3 



,-ci 



51 



52 



- 2 -7-x-,l^^ 
6 4 3 (M H + ) o 



ga&£*Sfl)4 % XWEfrbmrzitS;® (2 7) £\ 9 £ R Ci?tt^i LT 

, 4 - is J: 5 A^Wft-^fc < 5 1 ) J: ( 5 2 ) ^il^«l#£<> 

[0 3 1 73 

(IgB ( + . -) ft-^tt (9 3 A) isjttf (5 3B) HI? ( + . -) ft 

1=rt§3 ( 5 4 A ) & X (f (5 4 B ) 4 
[0 3 18] 
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[it 1 0 1 ] 



J** 



r 

n 
X > 



C! 



S3A 



Q 



5 



•ci 



1 > 

o* or 



5^* 




V-ci 



10 



1IEISA ^ feff fc-fb&fe* , ZbK., frlRH PLC Chi ral AD^i C 

LT, (4^X1/5) (+) J~f->**v-&£& f-)^t>^^"^^ 
Oift&%^#g*l.k:<> MS 5 3 2 (MH* ) o ( + ) #3*0* (-) 

y 4\ 3«^rau*»toT, o"C-etbiiLT*ja$-eji£T, ch, c 

I 4 *t-fbh'J7Jix,v>f-?-* (A I d r i c h) tR&£«<> ^?>iIMi?£ 

T> tt# C + ) i5 Jt (-) 4 (5 3 A) 15 J: If (5 3B) 

fc-ftfc : ms 533 (mh* ) o ^' v ?\ ;©*7A^i 00%^?/- jm?-?? 7 >• 
y - ^ -c j&a Li. f«|**7A^ovf-^7 7-f- ( c i±> 5 0 % ;i/ 

-7* }• ^jgttiT*) -ell^tT, $t# ( + ) (") 5 -^^^Ift^^^^* 

-7- (5 4 A ) is i £/ ( 5 4 B J *H A ; M S 5 3 3 (MH* ) » 
[0 3 19] 

1 2) 

«t£-f> (55) 13 J: U l (56) coHS) 
[0 3 2 0 ] 40 
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lit 10 2] 




M*l*i6ffi)4, XSF^feftfc-lb&ft (2 8) ^ chi rai A D 9 A frttJflf 
*S-?tHPLC UHii, 2 0%>fV^D/V-jl/-Mt^:0. 2%v^-^7-?> 
■^JSWr*J fc«fctK M#&^t>^*^--^£8ltT, i(«tt*M'ft-&% (5 5) fc* 
XT (5 6) *HAo MS 5 19 (MH* ) o 
[0 3 2 1] 

(*JfcWll 3) 

ab« (57) <omm 

[ 0 3 2 2] 
[ft 10 3] 




M.£$flU> IgG^^li/dfc^ ( 2 9) (0. 2 0 gx 0. 4 8 mm o 1 e) * 
CH, C i, ( 1 0 m i ) K*»Lfc« h 'J ^f-^T ^ ^ (0. 3 0ml, 1, 92mm 
ole) Sc^T, f^^^v-'jHVv'T^- f (A ! d r i c h) (1.3 

m K 9 . 6ramole) LT££-C, I fco 1 . ON N a 

0HT^i>f U f LTCH. CI, tfilUU* #«**MgS0 4 -e«8*U &jg 
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(5 7) *fl* 0 MS 4 6 4 (MH + ) o 
[0 3 2 3] 

i^Wffi 1 4 43 Jttf 1 5) 
[ 0 3 2 4 ] 
lit 10 4] 




[0 3 2 5] 
[ft 10 5] 







it-am®-? 


14 


i > 

H 


(58). MS 513 (MH H ). 


15 


. . i-i 


(59). MS S44 (MH H ). 




5^^) (+) x + >^v-£#. -rft** ^v>x\ JtfdH^j l 3 t m 4- 
* o o 7 x ^ )V i v v T * - Y (Aldrich) ( 0 . 05g, 0 . 3 4 mm o 1 e ) 

iR$?rc, efeE^Sbfc lt\ (6 o) ms 57 2 cmh* ) 
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[ 0 3 2 7 ] 

1 7 ) 

iik&m (6i) vm^.) 

[0 3 2 S3 
lit 10 7] 




6f 



i<L It, g«-ft£*& (6 1) 
[0 3 2 9] 

(*ttflll 8) 



MS 5 7 2 (MH + ) 




-feD'f V y?^ F^bd ? d -> )l (B ASF) t-S § ISiSSfflJ 1 
6-?f2&Lfc¥IiKtfcoT^ B&lMi Lt\ £»ffc£l!l (6 2) £®fco MS 5 4 
5 (MH* ) o 
[0 3 3 1 ] 

(*M 1 9 ) 

m&m (63) 47>m«d 

[0 3 3 2] 



(110) W 2005-515201 A 2005.5,26 



[-ft 1 0 9 3 




Ltz^mtmL^m^n^x . bw®u.t, $tmit&m (6 3) ms 5 

4 5 (MH* ) o 
[0 3 3 3] 

(A, * X® h «rrf - A'- (2-xK*>- e^;v) (64) OflflSO 
[ 0 3 3 4 ] 

[ft 1 10] 




64 



fj-fpH-, xF^yxf^ (F 1 ufca) *i«x.x ScV»T\ rt-ffc Hr^^X X (A 
i d r 1 c li) frflP*., ^"LT2 BHKtefcoT, 5 S .t; £ L£o fc^*?, ^-<7>£ 

* mmmiit^ mm l o M k £ o t *ssii-& t . js* b ti.x, &mAt 

(64 ) h title &&£eH 9 8 r - 1 1 5 *C ( 0 . 35-0. 2 m m H g ) o 
[0 3 3 5] 

(x^b : (6 5) <owm 

[0 3 3 6] 
[it I 1 1] 




23 
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P$^»J4, Hmk^hmtzit^ (2 3) (6. 5 1g, 13. 2 9 mM) 

x ytr n d tT7s (H)7x X 7 •f >) -"^ ^ A (ID (A 1 r i c h ) ( 0 . 
3 7 3 g , 0. 5 3 mM) CWfcr h 9 7**7 ^^-^ A (Aldrich) ( 3 
. 69g, 13. 2 9mM) ODMF (5 0 m 1 ) MlK, litPJo, XUAfrhft 

f 6 4 ) t'jf)[Jx.^o *<*>£jfcf9** 7 5-8 0t^ M«H^T^T, 
#L/co £<OKJ£»**jS*-C#*PU EF (0. 9 3g. 15. 9 4mM) <0 

H, 0 (70ml) fcifcfrftl*.*. itRfcrt^lfe* ft*o *-*>E£il-&®* 

cl| 14 LT\ »feH»tLTs £»ffc-£t& (6 5) £#fco 

M8 6 - 9 
[0 3 3 7 ] 

(ISC : ffc-frft (6 6) OHM) 
[0 3 3 8] 

Eft 1 12] 




p$^»J6> IfSB^M#7Mt£$?J (6 5) (3. 2 5 g, 6. 7 6 mM) C0THF 
/Hi 0 (3 3-. 7m!/ 7. 3ml) Mti^, (II) £tJtJX-£<> *«>W64& 

fflK I fcilfc ( 7 0 - 8 0 m 1 ) *JH;L, ^ L"C 5 L&o C H 2 C ! , *tB;U * 

LT 1 P#raSfc#Lfc, ^©ESi^CH 2 Cl 2 (2X1 00ml) -CWffi Lfco 

*fc-&& (6 6) MS 4 5 3 (MH* ) o 

[0 3 3 9] 

(d. *t-&& (6 7) nmm 

[0 3 4 0 ] 
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lit 113] 




».*$aPj5, IgC^f;#/d^^ (6 6) (3. Q 6 g, 6. 8mM) <3Dx?./- 
>l> UOmL) 7#MU:bfcoTs 2 ooo*|$#-e, * -7 mitt^i" ± l ) V ^ CO 

. 3 1 gv 8. ImM) titBltce SfHiUfL ^v>t, $IU Efci* 

fcflfc, v 'J *f)^7A^-7^77^ ( c *ui % i : 1.-5: i »*f^f jv - 

^+^>-Cigtot4) "CS £KHt!£LT\ B«feHt. ^m^^tl (6 7) 
»MP«ffll20-130'C:MS 4 5 5 (MH* ) o 

[0 3 4 1 ] 

(E. ft&tt (6 8) 

[0 3 4 2] 

[ft i i 4 ] 




»*$i^j5, XgD#-£>#fcft&«8 (6 7) ».«PJ3, X^ICTbS^L^IH 
^tlBJD^-CEB&^^T, ft&S^i LT, 3sJWb&fe (6 8) 
[0 3 4 3] 

<F. ffc-&& (6 9) ©UK J 
[ 0 3 4 4 ] 
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115] 



ever 




68 



pl&^&fl^ xmi>frb®Ml-£® (6 8) (0. lg> 0. 19mM) t\ THF 
(2. 5ml) fcfgf&LAo ^i^t&K. L i I (Aldrich) (0. 0 5 4 g, 
0. 4 8mM) fcJjB*., *LT£&^ H&afrLfco - U CH, 
C 1 2 fciftJfeU f Lt/v-f > (25m!) T&itL/co *<?>#f&mifc&'* % 
A«L, »»U L Tills Lt, K^-^feglf^t LT, flU-ft^ (6 9) * 

[ 0 3 4 5 ] 

<*$F!i2 0) 

(70) <omu) 

[ 0 3 4 6 3 
3 16] 



1 tJo 

[0 3 4 7 ] 




(*$PJ"2 1 ) 
(-fb^-t! (7 1) ©Wl) 
[ 0 3 4 8 ] 
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[-ft; 1 17] 




C 




69 



71 



P»M6 ^ xm¥frh&tiit-£1& (6 9) (0. 3g, 0. 0 5mM) (CH, C 
N (lml) 4") 4 < ¥y"~ )V (A ! d r i c h) (0. 0 1 4 g> 0. 2mM) £ 
JP x. o * <o E.fc® * 5 2 *C 3 ^SBf^ <?■ L T L 0 - <^ EJ&$ * ^ L , ift 

57-f- Mftii, 0-5^7./-V7>^^Ttlli:CH, cu -Cvitbl'^) 
•^fitULT, fifeH^ftt LT, SUft-a-^ (7 1) *#fc 0 5 - 1 0 4 t ; MS 

5 0 5 (MH + ) o 
[0 3 4 9 3 

<£ifcffll2 2) 

iit&m (72) <?>m&) 

[0 3 5 0] 
.. [ft 1 1 8 ] 






72 



[0 3 5 1 ] 

(HM 2 3 ) 
(ft &m (73) OH SI) 
[0 3 5 2] 
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litl 19] 



o 






73 



71 



2 1 &$;Hb£rfe (71) ( 0 . 3 1 g . 0 . 0 6 mM) £ 4 M HCl/v 
* t'0. 5m! ) £i&5?U -e LT 1 ^falitl L£o *^£M£&**fi&t& t 

, im&mfmt lt, smubf^j (7 3) *ja 1 9 5 - 2 0 5*Co 

[0 3 5 33 

<hm 2 4 ) 

(it&ib (74) on ci) 

[0 3 5 4 ] 
[ft 1 2 0 3 



%mn 2 3 ^P>#fc-fb&» (7 3) (0. 0 2 6 g, O. 05 mM) CDC H 8 C 1 2 * 
h 9 if 5 > ( A ! d r i c h ) ( 0 . 0 4 6 m K 0 . 3 3 mM) IrtllX., 
t^b* ?>7JWt^.)V (A 1 d r i ch) (0. 01ml> 0. 1 m.M) 
?L : o ^OKJ&f®*. 1ST, 3 6«#L^o ftSM^t * ^ ( 

5 0 m n W -x U * LXlixf A/ ( 2 X 7 5 m 1 ) ^IstiS 1 fc<> *«>W$Mi 4' 

771' - (i*ui, 9 o : l ooCH, C i 2 : 7^7tjg«u^ * /-^-e^di 

T'li^LT, (7 4) *#?to i o 5 ~ l I6t 4 

[0 3 5 5] 

(*»J 2 5 ) 

[0 3 5 63 




73 



74 



(116) 



W 2005-515201 A 2005.5.26 



[it 1 2 1 ] 




72 n 



2 2fr b'&Kit%%& ( 7 2 ) 4 M H C i /v>*4f -fr > t 2 B#E»# 

Mi & 5 - 2 0 3*00 
[0 3 5 7] 

<$J&flJ 2 6 - 2 9) 

**W2 5#-e>*»fcft£tt (7 5) JiiSDSM Vy7l~ h7li«AT» **« 1 
[0 3 5 8] 




(*KW3 0) 

[0 3 5 9] 
[ft 12 3 3 




■/^DAf*/-)V (Aldr ich) (25mls 0. 2mOi) «OCH 2 Cl 2 ( 
5 0m!) l^1^fcfc^T> Ot^TN *^^^^f;vi>ii fi. 9 3 Mil 

|2 6 2mi> 0, 5 mo 1) CiTLf;, *<©BlS5B»S\ 3B*Mfc*>fcoT, gjl^T- 
Z&aS, f Lt-WL/: 0 ftftttttS*!** Lt\ Sfef*i Lt, £»ffc£*& (8 0 
) frit*© 
[0 3 6 0] 

(B. *t-&*9 (SI) ®MS) 
[0 3 6 1 ] 



(US) 
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lit 1 2 4 ] 




75 



81 



z- ay h v -> mi 00 3 0, xm a ^ & t# ti mmim ( s o > ti^t, 

^ffifli 1 3 T?12i£ L tz t ft Ctt^T. * SmPJ 2 3 £ f| AftiH® (73) * Pu1> £ * 
T, U, »fb&&J (8 1) ^#^o 8^0 o 

[0 3 6 2] 

<$ jfcfl 3 1 ) 

[0 3 6 3] 
[ft 12 5 3 



& I fclfcit £ CiI^T\ &fc0J 2 5 frh ft fcffc-fr » (75) *ELI&Z « , ^ 
®i LT, gS-fb^ (8 2) jftjftl 2 Q~ 1 2 9 t)<> 

[ 0 3 6 4 ] 

(*$PJ3 2) 

Hfc-M (7 5) <r> (-I-) (-) (S3) (8 4) 

%W) 
[0 3 6 53 




0=|=£> 

S2 



75 
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['ft! 12 6] 




10 



c h i r a i p a k - A D fi ? & 9 o N ^9 7 <( - (iziiit, 8 5:15:0. 

7 5) < + ) 43 J: (-) xt^^-ctlU, £JBHbfrfe (S 

3) £ <£ U 5 (8 4) 
[0 3 6 6] 

(*tfc*ll3 3) 

(-rt-frw (85) <?>mm 

[0 3 6 7] 
[f 1 1 2 7 ] 




40 



-ft&tj (S3) mmnz ? ^rattt^BOfes-s-c, &&mfmti~c, sunt a 

(8 5) ^,^122-129 <C<> 
[ 0 3 6 S] 

(^SmFU 3 4) 

at^u (86) <nmm 

[0 3 6 9] 
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[ft 12$] 




m (86) *H 1,^118-133130 
[0 3 7 03 

( ^ F!i 3 5 ) 

tft-frft (8 7) &£V l (8 8) ooSaUU 
[ 0 3 7 1 3 
[ft 1 2 9 3 



\ 




88 



is J: 0 s 5 HUH 5 ^~^!&#&<^S&M'#£o CO. 2 3 4 g, 0. 4 5 

fflM) SlSftn-Cv (Aldrich) ( 0. 0 4 7 g, 0. 1 7mM 
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WTv§fti-&) T*:«LT, *6ft^#H4* (8 7) 43 X CF (8 8) fll& (8 7 

) 9 7 - 1 0 7 t (fi-feSJ&BF) o 
[0 3 7 2 ] 

(gffifl) 3 6 ) 

iik^m (8 9) ^ITO 

[0 3 7 33 
[ft 13 0] 




90 



«PJ 3 5 * &#fc4k£& (8 7) ( 0 . 0 8 5 g , 0 . 16mM) **fl257 
Chiralpak-AD45A^n7h^7-f- (£*UJU 1 5 - 8 5 % V -/d ^ 

[0 3 7 4 ] 

(9fe$Pj3 7) 

Ht-fr«i (9 1 ) <omu) 

[0 3 7 5] 

[f k 3 3 1 3 




40 



50 
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3 6 & bm^'M^mm^^it^ < s 9 > < o . 02 g , o. o 4 9 mM 

) *»«2 7tFfC#*-eRI&S«T, Bfe«Ht, g«-fb^» (9 1) 
fee 1 3 0 - 1 4 2to 
[0 3 7 6] 

<«M! 3 8 ) 
iit-^m (9 2) 
[0 3 7 7] 
: [f 1 13 2] 




ij 3 6 hftfcftok£&toKfaftMl&to (9 0) (0. 023gs 0. 054m 

Mjtt 1 2 5 - 1 3 5 °Co 
[0 3 7 8] 

<MiE$ttfll 7 ) 

(A. *fc£-& f 9 3 AdSjtJ/B) ) 
[0 3 7 9] 
Ut 13 3] 



O 



O rv 



1 



- 6 ' J 

Et0 2 C 



a 



9&10 



93A 



93B 



THFttT, -7 8*0^, LDA (1. 1 MSS) igjfe^*, ^Ltl. 5^Sfl^L 
-f U* ( l , i^-l) t'Mlfio Sfi-e-SMtttU fi-frtttE t 0 A c *cta tb 

A^*7A^^P/77^ TffltR t S-lltii: . frHMfc-frft ( 9 3 A & J: 0 s 9 3 B 
[0 3 8 0] 
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±-eftfc'fk-&tS9 (9 3 A) tDMFC*»U, Et 3 N (2 9S1) , 7?VJH-x 
(5. 4 31) x K 2 CO, (5 a*) v Bu, NB r (2i£) feiW^'7y 
7A (ID (0. 13 31) frilttLTJHUtfco ■£ Jft# U *LT4I$WU 

2 C 1 2 UML * LTCH S C 1 z /Ha O-CtetfJ Lfco **>#W»*N a ? S0 4 

»»LT, vMAttem (9 4) 
[0 3 8 2 3 

(C. *t-&fe (9 5) ©HSU 
[ 0 3 S 3 1 
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[it 13 5 3 




ik&m (94) * , *j§T#*P UEtOH Kfem U * LT N a B H 4 (15S1) 
HWSHc»^ CuCl (231) fciiM., ^-tT^jl^s 2B*H*#L 
fco U liU f ITCH, C ! 2 ^fflitiLfco *Tft#L, 

, Na, SO, -CiS&U (95) fcJiCFtKD* 

S'-fb^fc (9 6) £**6L£o 

[0 3 S 4] 

(D. it^m (9 6) <DHSI) 

[ 0 3 S 5 ] 

[it 13 6] 




-ft#& (9 5) THF^CT, 4 6||i:io/- 3 i:, L i B H 

4 (3^S) tSt>t:Sl53^o EtOAc*4Bx.. f^ft*Ha s CO s TTO 
U Na 2 SO, Tfe^U *LT*HLt\ muitte® (9 6) 
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[0 3 8 6] 

(E. ft^tt (9 7) <0\ 
[0 3 8 7] 
lit 13 7] 




fb« (9 5) £CH, C I 2 i-iliLv Et, N (3^S) £7jiJX-> S^T, flMfcpf 
CH 2 C ! . till, f UNaj CO, V&frLtio NaSO, rftfcU *LT* 



^IT, fSfltft-fr® (9 7) 
[0 3 8 8] 

(F. <b&fe (9 8) iJ<t CF (9 9) ) 
[0 3 8 9] 
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+ f 'HA-f^v-^ (Aldrich) ^DMFlt!^ NaK (2^S) 
fco 1 5frW*#'u *v*"C, it&%& (9 7) (-t"C1#£> (1^1:) SrSB^. *L"r£ 

C 0 3 X~$t® L> N a 2 SO, U £3 L . *'^*0, t fco ^r; 

y i «j * * yi^ d v f 77 7 -f - L,to i^i ( + ) ^ >f-*^- £; J; OW? 

(-) x*i-y + *^~<?>*:iiL\ck±.<r>%mi. chiracel AD^A^-jgj&LT, 
gH^t? (9 8) is Jt (9 9) 

[0 3 9 0] 

( G . *fc&3& ( 1 0 0 ) * £ CM 1 0 1 ) ) 
[0 3 9 1 ] 
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[it 13 9 3 



c -— Pi 

\ 
/ 
\ 

\ 
/ 

6 

M 

c — N 

\ 
/ 

> 

O 

9s> 



; 

_> 

I 



U 



100 



p 



10! 



ft-fr* (98) *iO'(9 9) »HCI *-C5 illilf^ - t K X *) , 

v Ht'Sllt, ftmik« (10 0) JsJ:^ (10 1) 
[0 3 9 2] 

(ffc-frft (10 2) J5J:(F (10 3) 
[0 3 9 3] 
[-ft 1 4 0] 





CI 



H 
S32 




1IH 



(12S> 
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3) ^SSUc 
[ 0 3 9 4 ] 

(iiM&i*ii 9 ) 



(A. (10 4) ) 

[0 3 9 5] 
[-ft 14 1] 




IB^JSWl4*-f>4*fc'fb^» (2 3) ** MJl»l> XgE-CeB&LfcttstfcFIt 
at^^ t± -y > i gjfc HT^ ^IHt^fc (10 4) * 
[0 3 9 6] 

(B. -fb&fc (10 5) oyfMBL) 
[0 3 9 7] 
[fb 14 2] 




±#-f>#fc'fb&& (10 4) ;^S^T\ -ti^iot, 6N HC I -<?«7> 
f# L fc<> '^n l & 4* 5 0 MM' % W a 0 H -effi&ffc I, ^-C8 0%THF-E 

[0 3 9 8] 

( C . Ib&fe ( 1 0 6 ) J3 Jl O 5 ( 1 0 7 ) tf>PK) 
[ 0 3 9 9 ] 
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[it 14 3] 




ft-frtt (1051 £5 0 : lOMeOH : H» OU^JftU -;/-*-»;/•*■ >W 

(10 7) 
[ 0 4 0 0 ] 

(D. fbfrfe (10 7) OPS) 
[0401] 
[ftl4 4] 



±sCXSC Ji^^fc'fb&fe ( 1 0 6 ) & ( 1 0 7 ) ©fc-fiHBK^ 8 0 %M e 0 H/ 
H, 0*M, Mt'yH (2i*SS) * JlB *_ A « WK&fti £-B&» L fc 0 

i^lfiSU C FT j C i 2 -eWlttiU^ H, 0^&£U MgSO< ^ 

tsiu saau ^LTfs^iif -cawiLT, £m<t&® (10 7) 

[0 4 0 2] 

(E. ^^fi (1 0 8A*JttfB) ^>SiS> 
[0 4 0 3] 
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[it 14 5] 




107 




B) *4*fc<, 
[0 4 0 4 ] 

<f. (109) <?>mm 



[0 4 0 6] 

(g, its® a io) <?>mwi) 

[0 4 0 7] 



[0 4 0 5] 
Wtl4 6] 
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Utl 4 7] 



) 



C 




V 



! 0 




0 



110 



p^ttmi ?,isc Ttm t t^m^tmmm^\ ( 1 o 9 ) * n a b h * 

[0 4 0 S] 



it Sm f 1 1 0 ^ I'THF L > 1 M L i A 1 H * /T H F ( 1 

*40A, f Ltffit, 1. 5«fM*l*Lfco *«>fe-M&fc* H 2 0*5*0*1 5%Na 0 
H^tlflx., ^^"Cs EtOAc^itBLfco y-C-fk&l. MgSO* 

{4, 20%EtOAc/CH, C 1, ^§dJt£> t^tii, k Kn^yilM 
(13 1) 3<#£>Hfco 
[0 4 10] 

( i . ( 1 12) «>Mtt) 

[0 4 11] 



[0 4 0 9] 
[ft 1 4 8 ] 

\ 




110 



111 



(132) 
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[it 1 4 9 ] 




<11 



p»;M7. x^E-eieat^mt»»fl^^\ it%m (ill) ^L;.*^ 
^;p.to;viRE^rC> %Mi£M% (112) £#fco 
[0 4 12] 

( j . it^m (113). (114), (115) *s j; (116) <omu) 

[ 0 4 1 3 ] 



(133) 
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Fiil«v it-^m (112) ( + , -) 4 43<fcO f ( + , -) 5- 

^ * ^ -f 5 ^ v - <*> & ■& & ?5 5 t# % *i ti o ^ <*> ?i a m * , £ si fH i i -cfs& t ti t m 

■U<?)$$?\V%mLX , (113), (114), (1 1 5) i3 <k <7 (1 

1 6) *®t: 9 
[0 4 1 4 ] 

(K. *b&*S (1 17) ^iCF (1 1 8) ©P»J 
[0 4 15] 



(134) 
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[it 15 1] 




J 14 



ft&ft f 1 1 3 1 ^iff (114) S\ HC l/vt4t^1 1 t4 f$M#T& -I t U 

L-T, ftlHb&$3 (117)J3«fcCM118) 
[0 4 16] 

(liMM i o ) 

tffc-g-fc (1 19) fcJcO 5 (12 0) ) 
[0 4 17] 

mi s 2] 




(135) 
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IimilW^ (l 19) (120) SrHRLfco 

[0418] 

(gJSl^Stfl 3 9-45) 

^fiH^iM;^ assise* 7 fr&flfc-ft-frfc n oo> d o d 

[0.4 1 9] 
[ft 15 3-1] 




[0 4 2 0 ] 
[ft 15 3-2] 



39 




(121) #£0! 
(122) 


40 


H 


(124) 


41 




(126). 


42 




(127) <K 

(128) . 


43 




(129) 
(130). 


44 




(131) 
(132). 


45 




(133) *5<fctf 

(134) . 



(136) 
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3lSI*Jaifl8>5^#^fc^ft (10 2) *fci± (10 3) *0tj£S* 

[ 0 4 2 1 ] 

m 154] 






R= 




46 




(138). 


47 




(137) ft J; L< 

(138) . 


48 


M 


(139) 
(140). 


49 




(141) $5£XS 
(142) 


50 




(143) «£0 

(144) . 


51 




<145)<&Atf 
(146). 



(«f?ll 5 2 - 5 9) 

1 3^l£^t^fl^t««^'^ sm^jtW9^€»#/s j ft'fr» (1 1 7) ifctt (1 
[0 4 2 2] 



(137) 
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lit 15 5-1] 





m&m r= 




52 


J- J 




fl47)&J:tf 
(148) 


53 




0 


f160) 


54 


'■Art, 


(152). 


55 






{154}. 


56 


cr 


if 




(156) 


57 


0=^=0 

CH 3 


(157) 

(156). 



[0 4 2 3] 
[f b 1 5 5-2] 



58 




(160). 


59 




(162). 



<*M6 0-69) 

1 3-C£^tfc«^i:«««)tt^ PI»*itWl 0»^#>Mk^tJ (1 19) ( 
12 0) &T^fc£83£S8£l£ : 

[0 4 2 4 ] 



(13S) 
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[it 1 5 6 - 1 ] 



H 3 C 





10 



60 




(164) 



61 




(166) 



92 



(168). 



63 




069)£<fctf 
(170). 



[0 4 2 53 
[-fb 3 5 6-2] 



64 


Of N 
H 


(171) 


65 


H 


(172) 
{173} 


66 


o=s=o 

I 


(174) ^Jctf£ 

(175) . 


67 




(176) fcj-.tf 

(177) . 




I o 


(178) 
(17S). 


69 




(180) ?3,fcy! 

(181) , 
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(a, ib&fc (is2) oymm 

[0 4 2 6] 
[it 15 7] 

Side, Mfe 

VI XO2EJ 
^ j ^ " 

192 




C ! 



2, 2 - v ^ -f - T * V JHfJt* ,'!✓ (50. 
ffl fcfcfc o T> -f 5 fv- (13. 2 8 g , 
£i£?££^*0U H 2 0-CH, CI, (1 

[0 4 2 7 ] 

(B. *fc-&*9 (18 3) 
[0 4 2 83 
Kb 1 5 S ] 



Me Nte 



0 gs 2. 0 £3) £\ 9 0VX\ 4 8S# 
2 0 0 mm 0 1) t L fco H f> H 

1 ) 3 0 0mL't*fKL, -eLTftatLfc 
(2X7 5mLJ T-fSmU ^fctlSStNai S 0 4 t? 

, ^io%MeOHiKMn) m^LT, mm 

fzo C IMS :MH* =1 9 7o 



182 




183 



PMHWJ 1M8A (10. Og, 5 0. 9 6 mm 0 1 ) 

L i A I H 4 (5 1mL, lMx-r« 1. 0 **5«) -CfcSLfco -e^KlS 
ft&H)* 1 L S«Na, S 0 4 (m 3 . 0 m L ) taST-T * ii^J:*), 

^^L^#Ml^7')-*Na 2 SO, (g]M) "C^tSU EtOAc (10 
Oral) ^lTt7-f F^/^rflllf^ *<D&ifc£iSiJiLT, 

£ *t *\ § c ^ < mm L£o C I M s : M H* = 1 5 5 o 

[0 4 2 93 

(C. it&fy (18 4) <7>gHSI) 
[0 4 3 0] 
[ft 1 5 9 3 




Ph 3 P (3. 9 5g, 1. 2 S») iSilCF-f 5 (1, 0 2g. 1. 2 It) 

OCH. C U (3 OmL) 1 5 3HHfckfco-C\ ^Lf^ 3^1 (3. 8 3 

1. 2 S*) ^jDBX-> K I^B* (3. 8 

3g, 12. 5 5mmo 1 ) DCH* C I t (1 OmL) ft$£2m£.£<> #£>ft£^flt£ 
m*H*#LfcSfc* Lfco ^MUl'THF (10 OmL) U^fi?U, K 

Ot-Bu (4. 51g> 3. 2£*) T*ML, f LTtSt, -BftML^o 
fiSiS-&ft** (lOOmL) feiC^CHs CI, (1 0 OmL) Is ^SL, 



(140) 
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C H 2 C 1 2 (2X5 0mL) ttttU Lfto i^+>£ft W»£ Na, SO, TtfZB 

i*UA, ^SHiKi: Lt\ :$^&E t OAcU*^ E t OAct©5%MeOHM 
"t&) t^i«£ LTv i&ftfe^-f ;V f 1 8 4) C I MS : MH + = 1 3 7o 

[0 4 3 1 ] 

(D. ft&ft (18 5) &>mu) 

[0 4 3 2] 

[-ft 16 0] 




185 



m^MWni 1 , XSC*-f>^?tg«^» < 1 8 4) ( 0. 3 0 g, 2. O^ft) , 
ffc-fcti) (2 3) ( 0 . 5 0 g s 1 . 0 2 m m 0 1 ) , B u , KB r ( 0 . 66g, 2 , 0 
x TEA (2. 8 4mL, 20 ^S) £j:tf'K 3 CO s (0. 7 0 g, 5. 0 ^fi 
) DM F f 1 OmD iffiftt: , Pd (OA c) ? ( 0 . 0 2 3 g, 1 Omo i%) tSB 
L ft o # *> H ft * 4 8 e# ^ k *> ft o ~C\ 1 0 0 ID £ T» U ^£ £ T^ip L , ^ 
LTJftjBETKT^ «tfto <:<o^«7K (50mL)i5J:O f CH l CI» (50mL 
) ML, ^VymZCRz C ! , (2X2 5mL) t^Uo 

8t§tNa 2 S 0 4 X&Pm L, SIS L , L-T^.E^^H L ft <> -irto&MW 7 ? ? 
yii?7A?n7h?'77^ - (CuMJU jiif tU, CH, C ! 2 W8%MeOH 
tllilt, ft^tt (18 4) fcjttf* v /■«; > ^4s£© (185) <?) 
4 : 1 jg^*#fto (0. 2 7 g) Sr. CH, C 1 2 : TFA (7. OmL 

, 5:2) i, 5Et#M#Lfto ^C4a£»£i£j±T«$MU NaOH (1 

N) t^fflU ^LXCHr CI, (3X2 OmL) T-toiiJlft» ^ctll^Na 
, S O i T«U fill, ^L.T'itJ±T^T^ML.fto %<Dm%m®*y 7?%sa.irv 
?f^77-f- (£*Ui, «i 15% (MeOH^ 1 0%NH* OH) CH 

8 cij mm*®,®-?*) T-ffMLT, n^&mftmi tx, &mt&® ( 1 s 5) 

fto LCMS : MH* =4 4 5, 
[0 4 3 3] 

(Itt&Pj? 0) 

(It-frfc (18 6) ©P») 
[ 0 4 3 4 ] 



(141) 
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m 1 6 1 ] 




ICS 186 



1 1 x Ig D#* (18 5) CO. 0 2 g * 0 . 0 4 5 mm o ! 

) jsJTCFTBA (0. 0 1 OmL, 1. 5^1) ©CH ? C 1 2 (lmL) M 
pf ^ (0. 0 0 5mL, 1. 3^5) £JllJX-£o #*>ft£i&fft*. ^^T. 

1 2 P#flfl« L * LT&fflN a H C 0 3 ( 5 m L) TM U frBS U £ C H 

♦ CI. (3X 1 OmL) TS&tfiLAo ^ttlSi^Naj SO, TfsSiL, *LT 
kf£*^mm l fc* % $:77y :t s*.?vvV??74- ( w *i fi , i t 

T> 8% (Me 0H#<*>1 0%NH< OH) CH, C ! 2 ^Sg*«fflt«>) T.f|MLT, 
m®&m}®t IT, fwrt-frfc (186) ^^Cl 2 4 - 1 2 9*C : LCMS : 

MH + - 5 2 3* 
[0 4 3 5] 

(mmm 7 1 1 

Hb-^flj (18 7) 7>«tt) 
[0 4 3 6] 



[ft 1 6 2 1 




y y 



£iSflJ 7 0 ^MSjHt&li (18 6) (0. 0 8 g , 0 . 0 1 5 3 m rn o i ) $$£(?D 
BU (O. llmLv 5. Oil) <o V (5mL) pTosNHNHs f 

0 . 0 8 5 g, 3 £ ft ) Jll*. , * t Tt# % Jtfc fcj&fcftfcfltfc I tflUk Lfc© 31 § 
2B#ffirtfc, 6B#Wfc*>fcoT> ClOi6iS*#*PU * LTAilirpTo sNHNH 

2 (3. o^i') t-mt, f^ii^^Mtl * i fco ^^jRSfc^jSj&p^i^^^f s 

^lT2B#F a 1*fitL.«> C^m£$*»L, CH, C U (2 5mL) t?#«? U * 
UWN a H C 0 3 (3X2 OmL) l£<> -?-«*WJS*N a 2 S0 4 -C^&L 

(ZKii, fe&mtlX, 5% (MeOH^10%NH 4 OH) CH, C_l 2 $ 
fcfcttJBI-*) "CaiStT, R»ftH^iU, 1^^^ (18 7) 4|f: 9 1 



(142) 
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12-1 1 6 V ; L C M S : M H* = 5 2 5 o 
[0 4 3 7] 

(m^Mmn 1 2 j 

(A. (18 8) OiSH) 

[0 4 3 8] 
lit 1 6 3 ] 




188 



10 



:j, Med. Chem 2 0 (5), ( 1 9 7 7 ) , 7 2 1 ) UttoT h ») *MtLT 
, (18 8) 

[0 4 3 9] 

(B. ft&tt (13 9) tf>^S£) 
[0 4 4 03 

mi 6 4] 




180 1S9 



nBuLi (2. OOmL, 2. 2|i;^t>+Tl. 7M) t> ^Lfo, TH 
F (1 OmL) «t»«5P h, PCHs Br (1. 4g, 2. 3 CJflxc, 

, iStv 3 0 5MM# L AfgL - 7 8 °C * -CJfrfep U f LTTHF ( 7 . 0 m 
L ) 1 ( 3 ) H - i < 9 & *°T )Vffc K (0, 5 Og, 30 

1 . 4 8 mm o 1 ) *flD*. Ao #^tt£v§flt£^£ T# o(>)i fia&, * LT-Wfti* 
Lfc« & (2 OmL) i £ i: ? x U ^LTCH, C i 2 

(3x2 0mL) T^tBL/co WA^ttfttNai SO, ?S&I*U fLtife^t 
||Lr: 0 f^«|^7 7-r>^^D7^7 7-i- (,t*Ui, i£»tLT. 4 5 

18 9) 
[ 0 4 4 1 ] 

ic. *fc&& (19 0) <om&) 

[0 4 4 2] 



(14?) 



W 2005-515201 A 2005,5,26 



[it 1 6 5 3 




10 



P***«2, ISB^fefffc'Tb&fe (1 2) (0. 44g, 0. 9 5mmol),W 
H^ttfi 1 2, IgBjJ^fl^tt ( 1 8 9) (0. 3 2 g, 1. OSS) , Bu t N 
Br (0, 61 g, 2. 0 s teX&Kz C 0 3 (0. 6 6 g. 5. O^rl) WDM 
F (8. OmL) i&ifcK, Pd (OAc) t (0. 021 g, 0. 10ID *1fll .*.£<> 

-icfcfcoT, i o o i -can* u *siu ^ltmjet^t^ 

LAo *<&»ffltt## (5 OmL) iiWCH 2 C I 2 (5 OmL) &*U 
CH, CI, (2X5 OmL) tiSLf:o #13119 *N a , S 0* 

H\ IT, 1 0 0%E t OA c *«Jfl-f Ximif'-o L CMS : 7 2 3 (M 

H* ) o 
[ 0 4 4 3 ] 

<M^m 7 2 ) 

tffc#ft (19 1) <??SSSI) 
[0 4 4 4 3 
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Ut 1 6 6 ] 




Rtl&ttfflll 2, XiilC^M#fc£)Hk£-& < 1. 4 3g, 1. 9 7mmO 1) 
ift (7 OmL) fc, A c OH (70 m L) *7)bt£° # £ ft »3KifcilT^ 2 e# 

^v»?, CH, CI, (3x20 OmL) f-JSai U N a 2 

^57 -f - (£lUA\ fcfcffii lt\ 1 0 % CM e 0 H*?> ] 0%NH 4 0 H) CH, C 
I j «fSt^) tltRL^o MHOt (dec. ) : L CM S : MH* =48 
3o 

[0 4 4 5] 

<$JSffll 7 3 ) 

tffc-S-fc (19 2) is XV ( 193) <0#fc) 
[0 4 4 6] 



(145) 
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lit 16 7] 




192 '93 

&ttfll7 2^M#^f«M;i=rf9 (19 1) t\ ^ItHPLC C li i r a 1 P 

ak AD*5^**fllLt» 7 0 : 3 0<?>^*^> : i P r 0 H (Zft.it. L 

[0 4 4 7] 
Kb 1 6 7 A 1 

{192): FABMS: M(T= 481 ; mp=1G9-1l2 °C; [af»zP +398° {2.0 mg in 2.0 
mL MeOH). 

(193): FABMS: MH' h = 481; mp= 126-129 C C; C^Pd 31 -367° (2.0 mg In 2.0 

<MW) 7 4 ) 

tft^t? (19 4) <DMU) 
[0 4 4 8] 
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[1t 1 6 8 ] 




&mm? 2frbm^ni\L&m (hd (somu k»u ^-ltd 

BU (0. 26mL, 5. 0 iHS) <fc & » T o s N H N H * 10. 33g, 3. 3^® 
> * jqx. o # & it M £§3£4fc$ * ^ 2 . 5 #ra L t U £ L 

"C iltD cTosNHMHi (0. 33g, 3. 3 ^Sj £ *<*>BU&i£#83** M 

0 s ( 1 0 0 m L ) t'^S U * LTC H , C 1 * f 3 x 1 0 0 m L) VtlfU Lfc« 

fco -e^ffl^t!* 7 7 v ^ o v I- ^'7 7.f- (Cilrt^ ®mwLk LTv 5 % (M e 
OH^l 0%NH, OH) CH, CI, *U, (1 

9 4 ) fcf&fco IM* = 1 5 8 - 1 6 2 t; : L CM S : M H * =4 8 3, 
[0 4 4 9 ] 

{it-^m ( 1 9 5 ) 45 J: O 5 (195) &>mw 
[ 0 4 5 0 ] 
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[fU 6 9] 




19F 1SS 



[ 0 4 5 1 ] 
[it 3 6 9 A ] 

jb^^S (1^5): LCMS: MH + = 483; mp= 129-131 °C; [aj 29 ^ +134<> (2.0 mg in 2.0 mL 
MeOH}. 

ft£^ (196): LCMS: MH + = 483; mp= 125-126 3 C; fctfV -105° (2.0 mg in 2.0 ml 



m^i&n 1 3) 

(19 7) <©HS) 

[ 0 4 5 2 ] 

[ftno] 




197 



-f 5 ^ * ( 2 , 5 0 g s 3 6 . 7 2 m m o 1 ) & Z VMMZT 5t ( 1 5 g ) t 
-e L"C 1 5 MMM Lfcft* m\L-?uH)V*fP ( 2 . 6 5 mL v K 0 



(148) W 2005-515201 A 2005.5.25 

■)-*»«L> *<*>*i&tfrH 8 OiSJO^v-f ^&i*U -?"LTNa ? SO* X^Bl 
[0 4 5 3] 

6) 

Mt^® (19 8) <nmU) 
[ 0 4 5 4 ] 

[fb l 7 l ] 




ft-fc* (23) CO. 50g, 1 . 0 2 m m o 1 ) <£ &m&%fcn 1 3 »^#>Hfc£- 
( 1 9 7 ) ( 0 . 2 2 g , 2 . Oil) «TEA (3. OmL) 4=3 J: CKt* ')vV ( 0 . 
5m L) 1 5 frmmmmitifife. PdCU C P P h , ) a ( 0 . 0 1 8 g, 2 

. 5 mo ! %) i&JttfC u I (0, 0 0 2 g. 1. Omo 1 %) £*l[!X-£o # 
*4 8l*Wt>lHfeLfco ^3*3* U H, Ot-M U ^UCH, 

C l s T*^ftL£<> ^tfr»^Na 2 SO, T*»U MU * L T *S& L <► 

CH, C ! s -CfltjRLfco »Al 0 9~ 1 1 213 ; LCMS I 5 1 5 f 

M H * ) o 
[0 4 5 53 

m^Mmm 1 4 ) 

(A, il-Stfo (19 9) *>an«) 
[ 0 4 5 6] 
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Ut 1 7 2 ] 




10 



m^MUn 3 > Ig C if- £#fc*b&& (21) ( 2 . 8 3 g . 6 . 3 7 mm o 1 ) £ v 
)on^>l 2 0 m i is «fc CFJBH * >7k 0 . 1 6 m i iiffi? L fz 0 £jt"C\ i t 

T> Dess-Mart i n $ 3 - >^ > f 3 . 85g, 9 mm o ! ) *7JB;L , -fc^jxlfc 
B & ^1'4 gy* t fc<> ^ "C\ 2 0 % N a 8 S 2 0 3 (5 0 m L) * iPx. , * L 

|7^y7Atfeil. SilL, ^-LT1lH^«, (19 9) F 

ABMS : 4 4 5 (MH + ) o 
[0 4 5 73 

(B. <k&® (200) <*>a8SS) 

[0 4 5 8] 
MM 7 . 3] 



4 -g-F-i-h 5 yv- & (Zfrlt, XM^W, (K i rk, K e n n e 

t h L. : J.'Het erocyc 1 . Cliem. : EN ; 2 2 : 1 9 8 5 : 5 7-5 
9) KfevXm&Ltz) (0. 48g, 1. lmmo !) «Si^@^T^t, V 
^o^>5mli:ilU:o ^xfr^v>7A (0. 36ml) *Jm*^ £<9 
tt^i^^WL^o 3 0$Hfe* -fb^ft ( 1 9 9 ) (0 . 4 4 g* 1 mm o I ) 

, & £ L , * I * *T , ^ ^BeSfc * * <*>£jft!9* 7 9 v "> * >' 'J * ^ ^ * 
7i^Dv^/77.f - (dfcii, »i LT, IMS x^jufcig K^*tT, g 

Sft^ ( 2 0 0) *4#Ao F ABMS I 7 5 6 (MH + ) o 
[0'4 5 9] 

C£tfcfl7 7) 
Kt-frBl (20 1 J 
[0 4 6 0] 




30 
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[111? 4] 




ft-&ft f 2 0 0 ) i 0 . 6 g m) M) 7 n>* eft® 1 Oral rtfl? U £ LT^St' 
W L o 7 &v * ^ * v MET l-T v it; JS#! £ T« £ ^\ f 

•)^*)V^v^7 7^- ( £ tlUU 5 %*> 2 Nj* * s - * : T V*~T/ v ^ a D ^ 
K?HtT, gSft£t& (2 0 1) FABMS : 5 1 4 (MH* 

) o 

[ 0 4 6 1 ] 

mmMi&m 1 5 ) 

(A. -ffc£$3 ( 2 0 2 ) ^Mtt) 
[0 4 6 2] 
[f t 1 7 5 ] 




200 202 

ft-fr*(2 0 0) (0. 5 g, 0. 6 6mmol) bd ;* * ^ 5 m i UigJSLfc 

0 f> ij jl^;1/T? s > (o. 14mL> 0. 99mmo!) #3 J: tfSMfc* 9 > 7. ( 
0, 0 6 2ml, 0, 79mmoi> ^Mi., 1 8 B#KIHt# Lfc« 

SJ&ii^ * 7 9 4 > * L X V 5 v v * $ > X 3 H Hi * L fco «^ ^ * */ * A 

U St £ U ^ t X MTtMf J -eig^ t X , m f ^ - *■ * , "> ») * 

mt&® (2 0 2) fcfcfc, FABMS : 5 3 7 (MH* ) e 
[ 0 4 6 3 ] 

(B . ft-fclS (2 0 3 ) <OMU) 
[0 4 6 4 ] 
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ft-&*l ( 2 0 2) Si, ^SS60l7 7 tPIt^-eJIfth '^MtLT, StlHt^fj (203 
) FABMS : 4 9 5 lMH + ) * 

[0 4 6 5] 

<£JSfll7 8) 

(ffc-fr* ( 2 0 5 , 2 0 6) ?>g« 
[0 4 6 6] 
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-CI 



N 
i 

205 




ffc-fc* (2 0 3) (7 7mg) t, x^z-WT, ilf-l^t, 2 4^i:fcc 

fUChi ral T e c li n o i o g i e s AD HPLC*9A 

2 S<0Mt?x + > v- ( 2 0 5 ) 43 Jt (206 
) i: IT, ftH£5£ll£l#£o FABMS : 4 9 7 (MH * ) o 
[0 4 6 7] 

(SHSS^SS^ 1 6 ) 
(ft-^® ( 2 0 7) ^>HM) 
[0 4 6 8] 
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m 1 7 8 ] 




10 



S0 2 Me S0 2 Me 



200 2C7 

ft-&*l(2 0 0) (0. 1 5 g, 0. 198mmoi>^-^^Dt?.78^y4mLi3i:O f 
IH *>*5^L KiSfB Uto Dess-Mar t i ni|3-yt> (0. 1 2 g , 0. 
3mmo i) fcMz., 4 WN&W I fc<> 2 0%Na r S 2 0 3 »«f5m 

, gfl-fL^ ( 2 0 7) tflfco FABMS I 7 5 3 (MH + ) o 
[0 4 6 9] 

(*HF!i7 9) 



Mk-frfc (208) 
[0 4 7 03 
[fU 7 9 3 




30 



20? 20S 



%m\ 7 7 1 is] t li^-e, <t^& (207) * & h •) * Mb t t , %mik&® ( 2 0 s 40 

) FABMS : 5 1 1 (MH + ) o 

[0 4 7 1 ] 

mu^m 1 7 ) 

(2 0 9) <&PIK) 

[0 4 7 2] 
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lit I S 0 ] 



A 




207 



i\L%m (207) ( 0 . 1 5 g , 0 . 2 mm o 1 ) £r N "7 1 Kd 7 ? y 5 m 1 fcfgjS? 

T^iiffiKTCT, «t^ 0 2 strain ^b^^^^^^v*?A<o-i<7>tE^ (o 

. ImL, ^--r)V^V 3M) ^7ll]X./c 0 4e#^?£, ^Rr«MM7^^ 
7A«U ir^/^-/7At'^JIU MU ^LTi^Ht, £JBHb&& (2 

0 %M j^if- 4 * v -eft tb ) 3 % t fl|S£ t fc 0 FABMS : 7 S 3 (M H * 

) c 
[0 4 7 3] 

<*J8ffll 8 0 ) 

iikfrm (2 10) OMK) 
[0 4 7 4 ] 

[f b i s i ] 



£iSfl)7 7 tl^ta^, lt« (2 0 9) frKHJ^MfcLT, ^HHb^® (2 10 
) FABMS: 54 1 (MH + ) o 

[0 4 7 5] 

(fif^M^ 1 8 ) 
(A. -fbfcfe (2 12) (?>H^) 
[0 4 7 6] 




(155) 



W 2005-515201 A 2005. 5. 26 



[it 1 S 2 ] 




ffc-frBl (2 11) (14 g, 2 9mmo 1) (ditiiu 3 ^ IgBii^fffc 

(20) iNaOH T73Q*xr^1-;S c t K I *> , ». tfz) * D M F (4 0 0m! 
) K SAP t 1 - ( 3 - j* * A/T 3 ; 7' D bf - 3 - -A A- # v -f 5 K*Bf 4 
( 8 . 3 g x 4 3 mm o 1 ) * v* h 'J 7 V- ,V ( 5 . 9 g , 4 3 mm 

o 1) , Y *}jl^)VT < y (4 0 mL) feiO'N, 0-y.^)^Ke^v)VT^lli 20 
i£ (3. Sg, 4 0mmo 1) *7lBx.-. ^€>Kf^IiH^£, a£J»^35#H«,TK 

cratii, 1 §%wm^+^/^* j ty*&mTZ>) Kfrvfrz&, w&it&to (2 1 

2) frftfco 
[0 4 7 7] 

(B. *b&ft (213) <omm.) 

[0 4 7 8] 
[ft 1 8 3 1 




212 213 



ffc-fc® (212) (0. 53g, 1. Olmmol) S", 1 4 , I^BWi 

■5 I'M LT, v'')*y)^B7^^77 -f -ft, (213) £#£0 

[0 4 7 9] 

(^t&^j8 I ) 

iit&m (214)£J:CF(215) tf>HS£) 
[0 4 8 0] 
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4] 




10 



21$ 214 2t5 



it&m (2 1 31 ( 3 0 0 m g , 0 . 3 8 7 mm 0 i ) * * ? S - k&femi, % I T 

m% IN MCI U3Hx.fce0H$£^T, 1 N N a 0 H^QiU ■£ A-"ClHdJ 

MlffiH^i! 0 *eoiB#Ep£.* * /--'Mc^U ^pH^lN Na OH "C" 
1 OI-iltLoo, l ^Btbjtot, vtert. 7f F CO. 2gm 

ti&±<7>«fcU Chirai Technologies <£*i8ift> AD HPLC 
^7^fMU M#^t£# (2 14) JsJlCF (2 1 5) FABMS M-l-l = 

5 3 5o 
[0 4 8 1] 

(*$F!i8 2) 

(ft** (2 16) coMSJ 
[0 4 8 2] 

[-ft: 18 5] so 




40 



23 



PS^«J4, liA^MIrdt^ll (2 3) (2 5. 4 7gm, 5 2mmol) *|£ 
9 2 g m) , M> 7 x ~ x 7 i y ( 6 . 8 8 7 g rn) J: C^D B U (10. 5ml) 

, -mitBtXt-i o o p s i r-e3«EEU * s ot:^-, 5^Ka# 



(157) 



W 2005-515201 A 2005.5.26 



•f - (c Hdu l 2 



mfk» (2 16) (FAB MS : 4 69 

[0 4 8 3] 

(Ii»Mif!l 1 9 ) 

at-frm (217) wmu) 

[0484] 
[ft 1 8 6 ] 



0=< 



9 

216 



(MH + 



'Cffl*LT, 12. 5 8gm«S 




10 



8 2^ fcftfc1fc-&fe (216) ( 5 . 16gm, 1 lmmol) ( 
150mL) SC-^L^o (50ml) i&fc, 10%*!^^")^ (2. 

9m L) fctip*, %<r>&$M% 4 mm%tW Lfco 1 0 >) ~f *? A (5. 7ml) » 



FABMS : 4 5 5 (MH* ) o 
[0 4 8 5] 

(ii&^sartni 2 o ) 

(A, it-£%i (213) ©in) 
[0 4 8 6] 
[f b 1 8 7 ] 



1 0 %*x>M 



p H = 3 



Hfc-S^ (217) 




30 



40 



67 



( 6 ) 



(6 5) tiSt\ ^2Jlif 50 
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ff£> »tt3feJfcfl 6 v xeCJsJtOfD^Jt'iKMLT, ft£fc f 2 1 8) J3 Jt CF (6 7 

, i : i~3 : lolMfcx?-* :^*-*>-e££ht«>) tMLtv (218 

[0 4 3 7] 

<b. fb&fe (219) <omw 

[0 4 8 8] 
[f b 1 8 8 ] 



10 




-o" "'0 

21S 



±S£I41Aj&>&&fc'fbfr|j (2 18) CH» C i 2 (4 m i) *KT, K> ^-;HV 
T^y (6 4. 4m ! ; 4 6 2mmo 1 ) tft^*>* N jft-fb^t **-JU (17. 

9 3ml : 0. 2 3 1 mm o i) t : S!iL, ^UiS"C, -altll^ %<0%.fcM& 
tt*CH, Cli ( 7 0 m L) -C*$R U '?7-^ (25ml) T?##l U * LT rtltH L 

*c ^tii^Mgso, u i.au ^-tT^iT, sii^mm (219 30 

) (9 3mg ; 1 0 0%) 
[0 4 S 9] 

(C. it&m ( 2 2 0 ) <7>3ISI) 
[0 4 9 0] 
[ft 1 8 9 1 




40 



50 
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±mxmBfrb® fzltS® (2 19) JDMFUfiSHfc, £<7>i«U, 2-.^iP-^ 
A * ¥\f- H> ( 1 4 5. 2 7 m g ; 1 . 7 3 4 mm o ! ) fcit/NaH (60%) (69 
. 4 rag : 1 . 7 3 4 mm o 1 ) OjfcfcRlS ^^DMF iSft^jq^^o ^o£.s&M£1£f 
2\ ifit, 2P#H«#3-£fc 0 ;<5DMF*Br*Lv f«li*CH 8 C U 

i«NaHC0 3 U ^ITCH, C 1 r ( 2 x 1 0 0 m t ) "Clift L 

fco -etTOTTL C'/V- h LTv P^MM (2 2 0 

) 

[0 4 9 1 ] 

(D. ft&fc (221) aMfg) 
[0 4 9 2] 
[H 19 0] 



< 



vJ *- 




. . rv- o rv 



3 HC! 

220 221 



±UXnCfrb&fzib£%$ ( 2 2 0 ) * 1, 4 -f/^^-^y (3ml) & 

(5ml) 4><04M HC 1 frM't, *-or>Ki&*4\ S?U 

, ^e#.m^i)^ tT, ^-«Slfi^l|Co (221), 
[0 4 9 3] 

(*»J 8 3) 

(it&to ( 2 2 2) OISSS) 
[0 4 9 4 ] 
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m^Mmm 2 0 , IgD^MIfc'ft^ (221) C 5 I m g ; 0 . I 2 6 mm 0 ! ) 
ZsZlF Y ') J.f /17? > (61. 4 7 m i : 0 . 44 1 mm 0 i ) <T>0 H 2 C i ? (2m 
L ) fcSfcfc . 0tt\ V */7>i4- h y 7 □ f^7x-> ( 2 0. 2 6 m! ; 20 
0. 1 3 9mmo i) t>Mx.rz 0 <f:coEStP£\ N 2 fl^TCT, 2-3*W»#L;fc 
o -e^)CH 2 C I. *JtCfiUH<o M'xf^T?, y^SHTrCiiL, #^>HiM 

98 : 2©CH, CI, / (») Me OH/ 

nh s -ci&tfj-r*) -cWftu-Cx afeiifti lt^ &mik&m (22 2) m 0 

[0 4 9 5] 

(fllSg£jfcffl 2 1 ) 

(A. ij v ,v + m it<?> M IK ) 
[0 4 9 63 
[ft 1 9 2 ] 

1 




Hm<0 4 - fc' V v jH^x-?- ;v (4 . 5 g : 2 7 . 2 mm 0 1 J , E t OH (7 OmL 
) #3^1 0%^lt±^7V»?^ CM) 5 5 d s i ^TCT, Ifl?, 9 4 8# 
W«a L to ^«^«^^r v -f h -eaa U ^©^-^SrEtOH ( 4 x 4 0 m 1 ) X 

m&L/zo ^vmtZ'i&m u zlx?? •;> ~> * 9**7^^071-^77^- < c h 

{i, 3% (1 0%NH* OH : MeOH) /C H ? C Ci§fcBT&> CfliH.^o 
[0 4 9 7 ] 

(B . ( l - * >w -f ;v - i; > y - 4 - ;W -ttK ^ xxf >w co p^.) 

[0 4 9 8] 
[ft 1 9 3 ] 




JbJE:rt§A*e>#fc4 -ey V^mWi ( 2. 3 6 2 g> CH 2 CI, (1 1 8m! 50 
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) Hiff»$-£fco f VvT^i^ ^^v*}^ ( 2 7. 8 7 ml) fcjflilfc© 

£<?!>£l£&*6 7HW«#U CH 3 CI, (7 0 0m!) T-M U *LTfi 

ffl N a H C 0 3 tK*F* (1 5 0 m i ) ri5fe& L£ 0 **>*JI *CH, CI, (2X200 
ml) fiffilio #fcJS MgSO, TTB*U ill, * LTfcJGLAo * 

4 1 ft ^ 7 7 r>^ ■> ^ * 7 A ? D ? ^ 7 7 ^ (£*Ui, 2% (10%NH, 
OHlMeOH) /CH» CI, «&#&) Tli^L^o 

[0 4 9 9] 

lit 1 9 4 ] 




(C. ) 

±ffiIBB (40. 6 3mg ; 0. 189 6mmo 1 ) t OH (2 

ml) feiCCH, CI, (2ml) fc£fg<H*\ ^UIM L i OH (0. 5 mL : 
0 . 4 5 5 mm o ! ) tMl L tc © 50t^ 'C^U * L"C 5 B#M 

# I fco £*>Etlfe#*£& 4 t^SP U IN H C I ( 0 . 5 7 m L ; 0 . 5 3 1 mm o 

i ) -rj&a u -e l T 5 m l tz 0 # n £ ?i» £ l , ^ltmm^t kx , 

4 BWftJftLT, SfcE^fc* IT, ^Jg-ffc^&*H#fc 0 ( 2 2 3) 0 
[0 5 0 0] 

<£i6ffil 8 4 ) 

Mfc-fr^ ( 2 2 4 ) ^M" 
[0 5 0 1 ] 

[ft 1 9 5 ] 

y 




PS^M2 0 , XfeDfrbfttMS® (2 2 1 ) ( 5 1 m g : 0 . 1 2 6 mm 0 1) 
v 4 - > (69. 3 m 1 ; 0 . 5 3 0 mm ol) * DEC (31. 4 4m 

g ; 0. 164mmol)fc<fc0 f HOBT(22.2mg;O. 1 6 4 mm o 1 ) ©DM 
F (2mL) fcifcK* 4-^)y«l-M-* + yF (ittli, *S#f^5, 7 1 
9, 1 4 S-9"CH*$HT^* : 2/1 7/9 8) fcjjnitfc© 3 
B^HSIt^Lfco CH, C 1 4 *C*#U * LTfiWN a HC 0, &«*C 2 

Bi*i£Lfc«> £M «U ^U^$il^OYM/7 7^ 9 

5 : 5«0CH 2 C ! , :«Mc-0H/NH 3 «##&) Tli^LT, B§»H. 
T, »ftl^ (2 2 4 ) £f&fc 0 
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[0 5 0 2] 

ut&m ( 2 2 5) <?mm 

[0 5 0 3] 
[ft 1 9 6] 



m.^mn 2 0 , i*§d -h-h^tzi^m (221) c 5 1 m g ; 0 . 1 2 6 mm 0 1 ) 

t\ |g$M2 K I^IC^fcftfcffc'fr*! (2 2 3) til^-frfr^ ^"tT^^iryS4 

dec. ) o M H * 5 7 3 o (2 2 5) „ 
[0 5 0 4 ] 

<M%zm 8 6 ) 

{it&m ( 2 2 6 ) ?>^f4) 
[0 5 0 5] 
[ft 1 9 7 3 



2 0 , IHD frh&tziki$!® (221) ( 5 1 m g ; 0 . 126 mm o I ) 
*4-7MD7i»ft'ft* (Acros) ( 2 9 . 2 9 m g : 0 . 190mmo 1) i 

tl^H^o ( 1 0 S - 1 2 5 *€ dec. ) ,MH* 5 4 1, (2 2 6) 0 
[0 5 0 6] 

(MS$tt*i 2 2 ) 

(ft-^fc ( 2 2 7&XV2 2 8 ) <*>SBSS) 
[0 5 0 7] 
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220 (-1 228 



2 0 , xmCfrh&Mk-$t® (220) ( 1 5 0 m g : 0 . 2 8 9 mm o i 
) ^*t^ + ^)4M HC IT«1L *LT££t\ N 2 M1^TM> 2-3 

'»7)VHPLC (£*Ui* AD*fAt«IU 8 
5 : 1 5 : 2<9'\**> : I PA : D E A Tii&1'&) fcJ: '9, M# ( + ) Wmt (2 2 
7 ) & <fc 0 s (-) 514* ( 2 2 8) £^ L fco 
[0 5 0 8] 

<*Jfiffil8 7 - 9 0) 

±im^mm2 2&t>&tzmw* <+) ft^-ib (227) 4 ?t«± (-) *b#tt (2 2 

-Bfc«L£o *lR#Ji^D^ h^^7-f *-T?fi«»»LT, JsATco-ft;^ 

( 2 2 9 - 2 3 2) : 
[0 5 0 9] 
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mi 9 9-1] 






R 






87 




{229) 


{+X148-156 V C dec; 
MH + 556. 


sa 


H 


(230) 


MH + 563. 


89 






(-K145-153°C dec.) 
Mf-r 556, 



[0 5 10] 
E-ft 1 9 9- 



2] 



90 


ill 


(252) 


(-)f 159-168^ dec.) 
Ml-r 563. 



(MWMmn 2 3 ) 

(A. ft^-ft (2 3 3 ) tf>l3SS) 
[0511] 
[f k 2 0 0] 



ir 

a 

233 



(3 0. 0g; 12 3. 2 mm o I ) * v CC1 4 (210m!) ^ICT, N B S (48 
. 2g! 27 1. Ommo 1) & £ t^SHfc^ "/^ >V (0. 4 2g) ^if^*/^ 
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S^ftlLfcc y &b-Wtm&t-mMlii 0 Me OH (2 0 Om i) Zv>U& 
[0 5 12] 

(B . it^m (234a)J3jttK(234b) e»M&) 
[0513] 
Hb2 0 1] 




233 234a 234 b 



±fBI*§A^#£ y7otft^ ( 2 3 3) (3 5. 7 2 g ; 8 8 . 9 7 mm o ! ) 
KH, CI, < 1 . 5 L) V^m I , LT 0 *C* Lc,DBU (15. 9 6m 
L) **TU f«iH^»L.fc, i«I^*$-IU CHj CI, f 
1 . 5 L) L , "> V * U ^LT5%EtOAc/CH, CI, ( 

4 L ) Vi&ML?z 0 -frfoGtz *) > X^raiiSi U * U77 v 9 * * 

K77f - (dftli* 1 0-3 0%EiOAcA^>'^t\ 3%EiOAc/ 
CH, C ! , TliS*LT> M#5^y/D^ft^b^iiJ:^6^y rni 

[0514] 

(C. ( 2 3 5 ) ^>Mti) 

[0515] 
[ft 2 0 2] 




234a 235 

±iiXWB ty&fz 5- 7 V*W&ft&® (2 3 4 a) (4. Og! 12. 4 5mmo 
! ) £M e 0 H ME U f LTOtf T'i£?4J Li» N a B H « (916. 4mgl 24 
, 2mmo i) Srjpx., -££>Efi«5iI-£&* 5. 5 B#raaft# Lfc«> U ft kit*: 

[0 5 16] 

(X^D : fls^t> ( 2 3 6) 
[0 5 17] 
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[-ft 2 0 3] 




206 



±mXU C if- T ;u a - Mk-kty) ( 2 3 5 ) f 3 . 9 8 g 1 1 2 mm o ! ) * C H 

2 C l s (£*iHU 0Vi~C®Mlfc) K&f#U *LT2, $-H>+*J> (5. 73m 
L ; 49 mm o 1 ) SOCI s ( 1 . 8 m L ; 2 4 . 6 mm o I) *if;t * 

NaOH (8 OmL) U * LTi*E+-Cftfi&l fco ■e<9Jfi£fifctt*C H 

3 CNU*CU LT 1 , 2, 2, 6, 6 * ^ tT^9 > > ( 4 . 4 5mL: 
2 4.6 mm o 1 ) (A ldr i ch) T*M L£o f^M^ 6 0 ~ 6 5 t) * Tflllft 

|51/f * 1 - fc?^ 7v>^H°fy^F ( 2 . 3 2 g : 1 2 mm 0 i ) (A i 
drich) T«yiLv L"CN 2 TCt, -«#L£o £^K£fi£ft*85i##»4 
tliU CH, C ! 8 icffi.^U fLt^|]NaCO s 7X^tflTi&i£Lfc<> 
BfrNa, SO, ^«L, jgjiU {-U77r/a-/nf)^7A?D7f^77 
<f - (dHiiv 1 : 4-1 : 2^>EtOAc/A^*>-^aitS) TfiS*LT> emu 

[0 5 18] 

(ME : ft;M (2 3?) <omm 

[0 5 19] 
[f b 2 0 4 ] 



\ 




±?£XgD B O (2 3 6 ) ( 2 g ; 4mao I) , h'J 
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7 i — P 

',0.4 

fit 2 
IT77 
at*) 
[052 
(F 
[0 5 2 
[It 2 0 



mm o 

o W« 

90p 
X 8 0 

7 V .a 



0] 

13 
5] 



-f > ( 0 . 5 4 g : 2 mm o i > J: (Wfrffc-*? > 7i ( 0 . 0 7 2 3 g 
1) Me OH (1 OmL) isX&h*'** (3 0m 1 ) ifKT. 
ift-frWfc, DBU (0. S3 5ml : 5. 5mmo I) fcSflx., 

8 iOCOK^IJ^ ^M^EtOAc (2 0 OmL) tft L, 
(2 3 8 ) DMS) 



10 




\ 



( \ i r 

f J 



8 smci 

238 



20 



±flXUEfrti&tz4k&® ( 2 3 7 ) (I. 73g; 3. 6 8 1 mm o ! ) V% % 
(3 5ml) 4M HC ltftlU ^LTS}I^\ 3^Jft#tfc« 

m-frm * * j± * -c fttt l . # f> it a it m & n « * > « n^r kt, £ h k l £ 

°[ 0 5 2 2 ] 

(G. fb&ft (2 3 9) <?>M) 

[0 5 2 3] 
[ft 2 0 6] 




40 



±mxm F^»Mlf:HC It (2 3 8) ( 1 . 3 6 g ; 3 . 6 S mm o i ) * T H F K 
il»U OTlSfCftSIU 5/^o^*^> (18. 4 1ml ; 18mmo I) 
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[ 0 5 2 4 ] 

(H. ( 2 4 0 ) 

[0 5 2 5] 
[it 2 0 7 3 



\ 




f V' CI 



r 

0 



CVCr 



239 



^0 



±Uxm G * fcff 7^3- )P ( 2 3 9) tMeOH (50ml) is J: CP H 2 0 (5m 
I ) fcft&U *LTB o c S» ( 1 . 5 6 g ; 7. 1 4 mm o ! ) tMU 4 %<r> 
pH^ IN N a 0 H-C, 1 0 pgj Lfc 0 d^^jt&iS U CH, Ci 2 

{-ML f ITHj 0 (2X) ?ifei£Lfc* f(7)tj|f*MgS0 4 T»U M L 

[ 0 5 2 6] 

nNaBH, JStcK J: '9 , ( 2 3 7) *fb^4& ( 2 4 0 ) Lfc. 

[0 5 2 7] 

Jiiei^ E ^ &f&fc-ffc-&ifcJ (2 3 7) ( 7 . 0 mm o 1 ) 4\ ^/-)H5mL, > 
:**+h> 6 OmLis ^iofflL (iilii* 1 0 %L i O H7jtv£tfl 2 5 mL 

u ^oHt, i o%^x>s^^t?, 5. 2^^t^o -eoaaw^cH, C ! 

v -f 5 ^ 4 m m o I Ufcfif U ^U38 *CT\ 1 S ffljq* t 

a»*x THF (2 1. 2mL) iUtf'/jcS. 3 mL <Dil£-|&£i§8?U f LtOtit* 
*&2plfco NaBH* (3 5mmo 1) t'Ml, Ztiil. 5^P8tSt#tfc 

o #v»T\ 77>f > 5mLfcJttfCH, C l 2 (25mL) tz)IIX-fco *fiD#M*Mg 
SO, LTMT^tiiL-T^ £gA9fcfe§jRir?\ (2 4 0) * 

[0 5 2 8] 

( I . ft&gj (241) CHI4) 
[0 5 2 9] 
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iil 2 0 8 3 




±JZXm Kfr 'M#««t? (2 4 0) ( 2 0 0 rn g J 0 . 45mmol) tCH, C 
! , (2m!) fciftflt U %LX h U xf>7? ^ C 1 2 6 m L 0 . 91 mm o 1 ) V 
»^t, a-ft^? ^x/U-A- (35mL ; 0. 4 5 mm 0 i ) -C&SLfco ^<?> 

C 1 Lfc<» ^tgi^MgSO* ^*SU ifcifiU -tLT^ULT 

, tt&m (241) 
[0 5 3 0] 

<^HFij9 1 ) 

(-ffc-frfcl ( 2 4 2) &mu) 
[0 5 3 1 ] 
[ft 2 0 9] 



±mm^Mmm 2 3 , in 1 >■ Mk^fe ( 2 4 1 ) « 2 3 0 m g ; 0 . 

4 4 2mmo 1 ) 2 0> I|gC t m C-lt^T, I$?^/c<> 

<r>1feUii. CZiiii, 95: 5©CH, CI/MeOH (NH, ) U 

lsv>T, 1 I l^)EtOAc : ^*^Tiift1-&) Ki'JlJ&U i^HtlfelHU^i L 
^MIL^ (2 4 2) ^f#f^ 0 105-116T; (dec) *MH* 5 0 6, 




,.ci 




[ 0 5 3 2] 

(11^2 4) 

(A. ft£g!J ( 2 4 3 ) <OMtt) 
[0 5 3 33 
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[ft 2 1 0] 




T 




243 



N aCNi3jCLK3-7^x>7*o^>T;v-rt: K (ACROS) SETi-tv - 
$f£^ t o ^ v T , i « T )V f k K frfiH&f b A 1 2 0 3 KStfc, N -> ^ & i V v 
T- K f 5 g> 2 5. 6 mm o ! ) (ACROS) is j: u^jt 3-7ii,V/c^>T 
JV-r k K ( 3 . 36g : 2 5. 1 mm o i ) tEtOH ( 4 2 m L ) 4 s KXfi-ff&t)*, 
f LT5 L fco £ <^)rSo fcii^H , »N aCN (1. 23g; 25. 1mm 

o 1) t1^fcc »£«?l^ 5^ TLCtaiK tb^S» ? ift!&^*i^i 

l 0 5 3 4 3 
[ft 2 1 1 ] 



(B. ) 

J:fgI^A^*M#«M^ (2 4 3) (2 5mmol) £\ EtOHT\ 65mL^ 
* -CSMR Lfco - M c- OH (lOOmL) *^7N NH 3 * jJHA. , 

* CO * , (2 0^) U *> £ o T , 9 0 V £ I rz 0 ,1 coglfift * 2fi i 

->a->'J**fA?D^h/97^ < £ ftii, 1 - 5 %M e 0 H (IfDN H, ) /CH 
» CI, T?#mi-&) Tll^.L^o ( 2 4 4 ) o 
[0 5 3 5] 

<3B«t^l*#l 2 5 ) 

tffc£-fl& ( 2 4 5) CO IS IS) 



^o^>7*fn i (]. 5g; 25. 1 1 mm o 1 ) (ACROS) )V 
^fHVvT^K (5g ; 25. 6 mm 0 i ) £\ ±l£pt£«f?l! 24iH tm^XE 

mz^x, &mit&m (245) 

[0 5 3 7] 

mm^iMffl2 6) 

Hb^t! ( 2 4 6) (H-) gteflO 




[0 5 3 6] 
[ft 2 1 2 ] 




245 



(171) 
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[ 0 5 3 S 3 
[f b 2 1 3 ] 




P»»J 6 h t# fcfb-&& (67) <r> f + ) £14* (67) ( £ *Ui , * v A- AD* 
7A^n7^77.f-TliL/:i Hs^ftPli 6 (?) «fc } K £ <b-^ 
% ( 2 4 6) frftfc Q 
[0 5 3 9] 

(«0!)9 2 i3 Jl<79 3) 
(1"b« ( 2 4 7) #3 J: ( 2 4 8) ^».) 
[0 5 4 0] 
[ft2 1 4] 



ft:fi!lLT» ^jSfll (22), (2 5) (2 9 ) h m $ « , 

^tl-Hl, %mt&® (247)j3<tO ? (248) tfl<: 4 
[0 5 4 1 ] 

(*»9 4-96) 

(-ffcl^tf (2 4 9), ( 2 5 0 ) 33 X 0 ( 2 5 1 ) 
[ 0 5 4 2 ] 




(172) JP 2005-515201 A 2005.5,26 




TO -f 5 ^ n^f i^iT, 9 2 J3 J: 0 s 9 3 t ^Ifft U R Cfl^E.S& S « 

„ £LTS>g-C^Lfc4fc£*& ( 2 4 9 ) ~ (251) 

[0 5 4 3] 

[ft 2 1 6 ] 





R= 






94 


CH 3 

y 


249 


nip 133,2-144.3*0 dec. 
MH(*) 577.14 


95 


y 


250 


mpi32,1-l43.8°Cd*wx 
MH(+) 391-16 


S6 


M 

V 


251 


mp 1 34.1-1 44.0°C dec. 
MH(*} 563.10 



mwm9 7-101; 

iil&m ( 2 5 2), (2 5 3), (2 5 4 ), (2 5 5) £ £ 0 s (2 5 6) 



) 



[0 5 4 4 ] 
[fk2 17] 



40 




\"V- C| 



T 

252-256 

ms&tkfn (20) feii^jfcw (29) ir^Kteuratflii^^ uiT^ft-a* 
i « 



50 



(173) 
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[ 0 5 4 5] 

[ft 2 1 8 ] 











9? 


L y-C- 

"N CH 3 


252 

i 


mp1 48-1 09^: dec. 
MH(+) 677. 


98 


H3< \ ^ 

I >-CH S 

N 

y 


253 


mp 134-142 e C dec. 
MH(< ) 563. 


99 

loo - 


o 

N 

y 


254 


mp 90-1 02°C dec, 
MH<*)625. 


I \ / 3 


255 


mp 126-139°C dec 
MH(+) 577. 


1G1 


t> 

y 


256 


mp 151-164^0 dec. 



10 




(2 2) talent; isju^-c^Afb^ (2 i 8) <?> <+) H3 

«M (6) , X^E^JiCFF, $tt0l (2 1) , (2 3) J3 <fc CF (2 9) ( 
2 1 ) KT» 2 - JM $ f y"~ %> TH JjftlT) t IB1 U fl^T? Rj£ 3 *T * $Mil& 
m ( 2 5 7) fr#fc 0 (146-1571; dec. ) , MH + 5 64 fl 
[ 0 5 4 7] 

(RS^Sfll 2 7) 50 



(174) 
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(ft-frft (2 5 S A) £ £ 0* (2 5 SB) ) 
[ 0 5 4 8] 
[-ft 2 2 0] 




4 - ^ * >p n^'/-^fiifet, mm%mi c 2 0 > £ * s a k r c 4 

•g&iSJttf 5m&<< 5 .rv v -;Ht^l'*^)5lM^t LTv -ffc^lb ( 2 5 8 ) ^iiLi 6 ^ 

) fcJcO 8 ( 2 5 8 B) KjfrfcLfco 
[ 0 5 4 9 ] 

(*tfcfll 10 3) 

Hk-frft ( 2 5 9) 
[0 5 5 0] 
lit 2 2 1] 



V*-^H|£#: ( 2 5 8 A) *RI&?^T, S£^»i: LT> |M^^ ( 2 5 9 ) *# 
fc 0 (12 8-13 8*0 dec, ) © M H * 5 4 9 0 
[0 5 5 1 ] 

<MMM 10 4) 

iit-^m ( 2 6 0 a) £ (2 6 0 b) OMtt) 
[0 5 5 2] 




(175) 
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Ut2 2 2] 




(ISA) 

m (10 8) 6 , Iff A (64) £ S.St Ht, 1 £ 

0 s 2 + \> v mm 3 - 

[0 5 5 3] 
(IBB) 

£,3Sfl)2 2 fc^ftttKHtttj^ -hl£I^A^^t#^^^^^^l'^JS^«, 
1 rg#3 J: (f 2tiZ>* + U v HUff'T •= ^7- ,^#W 
[0 5 5 4 ] 



ffl».£»fll2<K IgDtRCStt^ ±»:DgBa> KISS*, fife^T 

, glttt i 5 tsita^r, ^vv7y|7x~^tife^n, i : lois-frfct lt 

. %mik&m < 2 6 0 a ) #3* ( 2 6 0 b ) £&fc d ( 1 3 3 ~ 1 4 5 <C dec); 
MH* 5 4 4 0 
[0 5 5 5] 

(pggifcfli 2 S ) 

(fc-g-fe (261) ) 
(ISA) 

G a z z . Chim. I t a 1 . (1972) 102, 1 8 9 - 1 9 5 : J , Org, 
Chem. ( 1 9 9 1 ) 5 6, 1 1 6 6 - 1 1 7 0 
[0 5 5 6] 
[it 2 2 3 ] 



(70, 16gs 0 . 4 4 6ramo O fei^D (6 7 g, 1 

. o^S) ##&9 5%E t OH (3 5 OmL) fci£S?L£© gMl^^ISf'^iP 

u *lt&$§u 9 5%e t OHtaiu, ^-e, £*i&*>» 

H£9 5%E t OH (5 5 OmL) ^^g fl B pLt, ^SSM (3 8. 5 g> 5 
6%) *#fc<> iwfi (3 8. 5g) (3 0 OmL) fc»»U IT 0 *C * 
LAfc. 3 M N a O Httffl L fco -e<0^»* CH, CI, (5X1 OOmL) 
U ^Mcift^Naj S0 4 -CKiRL, -£ L T &JE T T SMI L t\ il^-OV ( 
19. 0 gv fl2^S 9%) £#£0 C IMS :MH* = 1 5 80 




K 



[0 5 5 7] 
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use) 

[0 5 5 8] 
[ft 2 2 4 ] 




XHAfrh&&&$i.® US. 5g, 0. l2 5mmo 1) OTHF (2 5 0mL) S 
OT^ 2 0^li:t>r;ot, LAH (llSmL, Et, 0^1. OM, 1. 
£75flX-£o #t>ilJt^Tfl**o< J) t«fii TfiiO, :&»ilT% 2e# 

MjffllLf:, ^-©Ifc^ll^^it^L, ^LTfiWNa, SO, < £ 2m*. 4b 

£tfcJt»K * x>fU 4 #£>H£*7 ') Na» SO, *ftB^*c t CJ; 
U -b?^ FtllL, -e-LTjft^LT, (13. 7g, *&JE$9 8% 

) o C IMS : MH* = 1 1 6 ; [«] 2 0 d =-8. 4 (2mL<OMeOH*T5. 0 
m g) o 
[0 5 5 9] 

(ISC) 
[0 5 6 0] 
[ft 2 2 5 ] 




XflB O&Jftfe (13. 6 g , 0. 104 mm o ! ) tMeOH ( 1 0 0 m L) is £ tf 
H, O (lOOmL) fcSMSU ^"C* 5 0 %N a 0 H frtUl h i fc £ •» p H > 1 0 
. 5^.)lLoo v y-^Hl7f*v*-^^-h (2 7 . 2 4 , 1. 2 £S) *iST 
L£<, £<o£.M«&> 1M:2. ^ LT Lfco 

*<n'%&®* H 2 O (3 5 OmL) L, * LT C H 2 G I 2 ( 3 x l 5 0 m L) T* 

iasLr;, Wt»tNa 2 SO, U * LTBUFFUTfeHLfc 

4" 60 5 0 %E t OA c *1£fflT&) fiSLT, (12. 1 3 g, C$4 S% 

) *ftfco FABMS : MH* =216; [«] 2 % =+15. 2 (MeOHK5. 
0 m g ) o 

[ 0 5 6 1 ] 
(IgD) 

[0 5 6 2] 

[ft 2 2 6 3 




BOC BOC 



X^fC (12. 0 0 g , 5 5. 7 4 mm 0 1 ) <r>M V ( 1 2 0 m L 

) Ott, tMfcp - (12. 75g, l. 2ai) *4>L"f 

fffcfcfcftifcfr, 0*C-r\ -gfeJft#Lfc* *<&EJfcfrfr»*E t OAc (30 

0 m L ) X'%m f LTf&lN HC ! ( 5 x 3 0 0 m L ) , to N a H C O , ( 2 X 

1 5 OmL) , H 2 0 (1X10 OmL) iSJitf /v^ > (1X10 OmL) 'V$t&l. 



(177) 
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Na t S0 4 -CEJUU -£-LT&JE*-e*f8Lt\ i&frfeg^ti (2 1. Og, &JK$ 1 
0 0 %) FABMS : M H + -3 7 0, 

[0 5 6 3] 

(ME) 
[0 5 6 4 ] 

[ft 2 2 7 1 

rr>! CTx> 

BOC BOC 

XflDa* (2 1. Og, 5 5. 7 4mmo 1) 1', DM F (3 0 0 mL) 

+ tMJ^A^.= ^v v - ;v (8 . 3 7 g> 1 . 5 ^S) T*M U #^it/:« 

fco *S>3SKStt*H, 0 (3 0 OmL) T^^L, f LTCHj CI, (3X 1 5 OmL 

) -ewtbtfeo -&M^i*Na, SO, -eigjfcU &S5&U ^UliLfco 

i»77Vya^D7^'77f - C^tU*. iMtLt, CH, Cl» +^>7 
%MeOHiMfItl>) t-IIIILT. &KfeTOtf (7. 2 5 J&$4 9%) 
)t<, FABMS : MH* - 2 6 6 ; [«] 2 0 D =-5-8. 0 (M e OK+t5. Omg) 

'[0 5 6 5] 
(IBF) 
[0 5 6 6] 
[ft 2 2 8] 




- 2HCJ 



I=gE £>&Jfttt f 5 , 5 o g x 2 0. 7 3 mm o I) £ , ->* * > (50m 

1 ) *©4M HC i H&&M#lfco f#^*i««iftli§U *-«8Hg#£E i 2 
0^«LT, jtfeUra (4. 9 Og, fit* 9 9%) fc LT* ffc-g-fc (2 6 1) 
0 C IMS :MH* =166, 
[0 5 6 7] 

<ffc-£«M2 6 2)) 
[ 0 5 6 S] 
[ft 2 2 9] 



(X 



N 



2HCI 



262 



KfW-T L L"C\ ffc#$3 ( 2 6 2 ) £». Li e 
[0 5 6 93 

(S1M9IM 3 0 ) 

(ft-frft ( 2 6 3) & 1 & (2 6 4) 



(178) 
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(ISA: lN-«/H->*)Vt^l-3 (R) fcJC^ (S) - (1 H--f 
[0 5 7 0] 



[-ft 2 3 0 3 



Boo N Bco 



Boa WN Boc 



(S) 

3 (R) - ( 3 - > 9 ■> ^ f-A') tfoV-^y (J. Med. C h e m 

. 1990, 33, 77-77) (0. 9 9 3 g , 3, 5 6 mm o ! ) *jfc*DM F f 2 
5mL) tiftfflft* ^LTtP)'7A{^/-i (0. 6g, lOrnmoi) %Mx.rz 

«CH 2 C 1 , ^tH&U ^lT/7^>ti^Lc<, :oCH 2 C 1, &di«l£ii 
* -ejfc»3 g«flS-£ft ( 2 6 3 ) ( 1 . 1 4 0 9 g v 100%) £#£o E S 

MS : FABMS (M+l) = 2 5 2 ;' H NMR (CDC i 3 ) 1 . 4 5 ( S , 9 H 
) „ 1. 5-1. 7 Cm, 1 H) , 1. 9-2. 1 (m, 1 H) , 2. 5-2. 7 (m, 
1H) , 3, 0-3. 2 (m, 1 H) , 3. 3-3. 6 <m, 2H), 3, 9 (dd, 2 
H) > 6, 9(8, 1H),7. 1(8, 1H), 7. 45 (s, 1 H) © 
[0 5 7 1 ] 

SStUottsS-e, ^<r> ( S ) 3 ( S ) - ( 3 - * > * to * - * v f - >W 

tf n U v > ( 0 . 9 9 3 g , 3 , 5 6 mm o ! ) ii-hW*. LT\ ^&ft&& ( 1 . 1 4 g 
, 10 0%) frUfco 

[0 5 7 2] 

(I^B : 3 (R) &£(?3 (S) - (1*8.-4 ZV-f-to- 1-4 )\>) * + t' 
o 'J V > ) 
[0 5 7 3] 
[ft 2 3 1] 



w - O =N 



I 



fl -2HCI 



{283} 




BOC 



H »2HC1 



IfIA»*%#£ (R) til (0. 4Sg. 1. 9 lmmo i) t\ 'J**^* (10 
mL) *SD4N HC l+T2HMll#Lv 3tv»t\ Mltfit^t, -e^HC 
1 Mt LT, ( 2 6 3) frUfco 
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[0 5 7 4 ] 

r_<r> (S) W^liU, *<?>HC 1 *Si L"C> fk£* ( 2 6 4 ) 

[0 5 7 5] 

(HM^ 3 1 ) 

( 2 6 5) #3 J: 0 s ( 2 6 6) ) 

[0 5 7 63 
[it 2 3 2] 

H M 

(R) (S) 

(MA : l u-^y-y )V- 3 - ( R ) fcitf (S) * - 
tf d ij ~y y ) 
[0 5 7 7] 
lit 2 3 3] 



CM A OMa 




9 — Q 



lN-^>-»-3 (R) - t Ko^y-t'o'Jy^ (5 g , 2 8. 2 1mmol) is 
ifff'JifJI'T^ ( 7 . S6mL, 5 6. 3 5 m m o 1 ) tCH, C i 2 ( 5 0 m L 
) £&f§?U *4>^®£, ^*Ti-T, Ottltn.io jUMfcpf j^***-* (2. 
6 2mL. 33. 87mmo 1) ^Jflx, ■£ ^}E~e, 2^H^tfco Z<Ofe 

l cm g s o * ) , »a u * i Ttenwoi * tssa £ *t , ( r > ttmt& c 7 

. 2 g , 9 6. 4 %) FABMS (M+ 1 ) = 2 5 5 ; 1 H NMR (CDC ! 

3 ) 2. 2 (m, 1 H) „ 2. 3 Cm, 1H), 2. 5 2 (m, 1H), 2. 7-2. S 
5 (m. 3 H) ■, 2 . 9 5 ( s . 3 H) * 3 . 6 5 ( q , 2 H) * 5 . 16 (rn f 1 H) 
v 7 . 3 ( s . 5 H) o 
[0 5 7 8] 

SSft^-ffm:t\ (S) -t Fc^y-^uijy7 (5g, 2 8. 2 

lmmo i) CS) |ittft*il»LT, CS) (7. 1 5g, 9 8%) * 

[0 5 7 9] 

(X^B I lN-'^^-3- (S) £J:cF(R> - (lH--f?r/-*-l- 

no — tf d >j 

[0 5 8 0] 



(130) 
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[ft 2 3 4 ] 




■R) (S) 



[ 0 5 8 1 ] 
lit 2 3 5 3 




ISA^t>fti ( R ) (2. 0g. 7. 8 4 mm o 1) OfeW.*. ^*£H&T 

(CT, -f 5 1 g , 16. 1 7 mm 0 i ) ©DMF (2 5 mL) UH^i&fltfc 

atfc*L±5fc#*CH 3 c i , tiaau **>j*tufe*, sisa^x, ^la^-^t 

7^7?^ ( £ *Ui, L T\ 3 % < * / ~ 1 0 %iftN H« 0 H) - 

CH 2 C I 2 *^ffli"*> fciHtT, £»ffc£"tt (0. 9 5 g, 5 0. 5 6 %) Srfcfc* 
FABMS (M -1- 1 ) = 2 2 8 0 
[ 0 5 8 23 

[ 0 5 S 3 3 

(Ig C : 3 - f R) is £ ( S ) - f 1 H ->f 5 PV- JU- 1 - 4 JU) - n 9 v 

^) 

[ 0 5 8 4 3 
[f H 2 3 6 1 
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EtOH (2 0 m L ) (fClSB^^fffc (S) (0. 9 5g> I^O f ,^^± 1 

0%Pd (0. 5g) Crl^^v 5 Ops iT, ilfi^Ti"t^ 2 4e#M-felL£ 
o *eDjSiLS§££»BU **tfif*LT, *Jg-ft&t& (266) (0. 5 2 2 g, 99. 9 

[ 0 5 S 5 J 

i . ogoigB* ^# *H ( R ) MM J: tTjK^Jt l o % P d f 
0. 6 g) »^ ^ (R) SttfrfrPSU »9 9%^ il&® ( 2 6 5) 
[0 5 8 6] 

(ISSS^ffifl! 3 2 J 

(ft^ ( 2 6 7) J3 J: (2 6 8) ) 
[ 0 5 3 7 ] 
[it 2 3 7] 

2HC1 2HC1 
. 267 268 

±iesi»*»ffl 3 i t-^ t fc^Jg t c#Ji^ l i * *i d - -?v •) j - ^ 

P&jLT. pMil-^m ( 2 6 7) i3 J: t>" ( 2 6 8 ) £».L£o 
[0 5 S S3 

<*HFij 10 5) 

Ht-fr* ( 2 6 9) «0P».) 
[0 5 8 9] 
[ft 2 3 8] 

HOOC 




269 



PJ$^&ffi) 2 9 ^fcf&fcft'frSl (2 6 2) ( 0 . 1 3 1 g , 0 . , 6 4 9 mm 0 1 ) , 
DEC ( 0 , 2 4 9 g , 1 . 3 mm o 1 ) , H O B T ( 0 . 175g> 1 . 3 mm o ! ) 
13 J: tfN MM ( 0 , 5 m L) <0 D M F ( 2 5 m L) ^ 1 9 fc-(fc£ 



(132) 
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m ( 2 1 7) (0, 2 2 7 g, 0. 4 9 9mmo 1 J *JMx.£* t#£>*l£^)t£\ ^iST* 
x 2 4#m«#Lfco f^«ii^ts£v M^fF^&£t\ H 2 OtfUL -e^)X7 
»J-**iILfcc i^itKIDtCH, Ci 2 ttfL, T^-f^MU Na ? SO, 

, 5% (MeOH+oi 0%NH 4 OH) ©CH, C i * JgSfcfcfcjrrA) TllSILT, 
^H'fb^ (2 6 9) (0. 1 8 4 g, tt*62%) 
[0590] 

<^$Pj 10 6-111) 

( 2 7 0) - (2 7 5) QMS) 
p^*^^l!2 8 - 3 2*&fcjfcarcu*T3L y^ftlLT, iE«ilMl0 5i$I&5i: ™ 

[ 0 5 9 1 ] 
[ft 2 3 9 ] 




I N 



20 











106 


era 
? 


270 


MH*=603 


107 


i 


271 


MH + =589 


108 


I s/^l 

L J \s*n 

N 
I 


272 


ME-f=589 


1C9 




273 


MH'=589 


110 


n ^ 

t 


274 


MH~=603 


111 


I — r V*N 

H 
I 


275 


MH + =603 



30 



40 



(^»J 112) 
(ttg-tt (2 7 6) OaSSg) 
[0 5 9 2] 
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Ut2 4 0] 





6 



10 



'O 



270 



±f£*HPj 1 10# ^SAft-^ ( 2 7 4 ) (0. 1 2 5 g , 0. 2 1 3 mm o 1) * 
, CH, CI, (5 0mL) tKT, -ftU^oT, T F A (lOmL) 

#L£o ^Rte^»£S£^T> f^)TFAfi. (0. 2 8g) CH 
2 C 1 2 (5 0mL) UMtfEU ^LTtfiflLfc (**f&) o ¥>)^^)lT<y (0. 
lmL) KfiEv»T:BMb.* * f^Ji'*-* (0. 0 3Sg> 0. 3 19mmo I) *t0A, 

WCffi* L £ o * <*>#*£Jf * M g S 0 4 t:*$sJ* L . * L ragi&W! 3: $ T . * i0 
M-ft&tt ( 2 7 6) ( 0 . 0 5 g . MH-I- = 5 6 7 ) o 

[0 5 9 3] 

113) 

wb-fr* (277) <?mm 

[ 0 5 9 4 ] 
[fb2 4 1] 



±IE^&fl) 1 0 9 jfr-fcafc-fb-frW ( 2 7 3) -cm^tT, 1 1 2i$^C 40 

RUWrtoT, ft-SUj ( 2 7 7) ZMULZ (MH + -5 6 7) o 
[0595] 

imnn^t&m s 3 ) 

(A, -fb&fe (2 7 8 ) ) 
[ 0 5 9 6] 




277 



30 



(184) 
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Ut2 4 2] 




278 



(3 3. 0 g , 2 1 0 m m o 1 ) <r> C C 1 , (lOOmL) tiLWmm~ . 
^ V** W > (37. 0 g x 1 7 9 mm o 1 ) OC C 1 « ( 2 0 0m!) jjQ 

«>t\ &JSft4& < 2 7 8 ) ( 6 0. 1 2 g* (1*9 2%, M + H- 3 6 7) 
[0 5 9 7] 

(B, ( 2 7 9 ) <*>38SI) 

[0 5 9 8] 
[ft 2 4 33 




278 279 



1*1 A /D^MIl (278) (60, Og, 1 6 3 mm o I J *3 J: tfN a 

OH (2 0. 0 g v 4 9 1 mm o ! ) <DM c- OH (5 0 0 ml) i&ifctSM* L , f U 1 

ft 3 T * fffe«i? (2 7 9) (4 6. 3 4 g , fit* 1 0 0 %, M= 2 8 5 ) 
[0 5 9 9] 

(C. ( 2 8 0 ) OiliO 

[0 6 0 0] 
ff t 2 4 4 ] 




27$ 230 



I^B#£>#« 7 7n^-^ ( 2 7 9) ( 3 0. Og, 3 5. 0 7mmo 1) OM 

eOH ( 2 0 0 ml) SWHi&jfct: , SlTUT, 0 N a B H * (1. 94g, 51 

. 2 mm o I ) *J||jA.fco ftfeHfciSift*, OtT, 1. 5B*RjiS#U 

^> SS^T, CH, C t, -H 2 O-CJUldJtfco *Mg SO* T&mL, 

iiilLx *LT«*^S*T&5&S*T* B&^» ( 2 8 0) ( 1 0 . 3 g , Jfe* 1 0 
0%, M = 2 8 7) tW^o 
[ 0 6 0 1 ] 

<D. (2 S 1 > <?>H^) 



(135) 
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[0 6 0 2] 
[it 2 4 5 ] 




280 




231 



10 



IPC s5*fcH£T )V 3 - * ( 2 8 0 ) ( 1 0. 0 g , 34. 8mmo 1) «CH, CI 

2 ( 2 0 OmL) Wvgffi^, OtT, 2, 6-;^:/^ (14. 9g, 13 9. 3 mm 
0 1) teXtfrnit-l-t-b (8. 2 8g, 6 9. 6 6mmo 1) £iJHx£«> ft€>*i/s*» 

4 T'S&> * L T - L A « ^ t\ i *>i&ft * 0 . 5H N a 0 H iSSfc *fe 
§\ tt^T, CH 2 C l ? ^tedlLfco *B*N a r SO, U ilt»U 

^ LT$ti&$M f X'ffltMLX^ (15. 5g) iOl*^f* (1 5 

. 5 g) WT'bf-M)*' <2 0 0mL) ftWH, 2, 6-t r A -1-^^- 
;V fcf^ U v > (10. 8 1 g v 6 9. 6 6 mm o 1 ) is J: t> ; N - B o c fcf^ 0 :/ ^ ( 6 . 
49g, 3 4. 8 3 mmol) tMltio fthtifcU&tilti:, -^fcfcoT, 6 5 *C i 20 
Wfc, £<©&#&*?£«4£i£ CH, C l ? /fiWNaHCO 

3 Tlfl ft L. * N a a SO, T§£i* U lit, * L T v 0 * y * * 5 

(£*Ui, 5%E t OA c/9 5%^f>«n) fill 
T> (fMfcN-B 0 cft-^tt ( 2 8 1 ) (5. 6 8 g, fc$3 6%, MH + = 4 5 5 ) 

[0 6 0 3] 

<e. -fb&«9 ( 2 8 2 ) <omm 

[ 0 6 0 4 ] 
[ft 2 4 6 3 




> 



281 232 

JPfID»^#£N-B 0 c-ft-frft (2 8 1) (4. Og, 8, 7 8mmol) 
;vx >- ( 1 0 0 m L ) 45 J: 9 J-*> (20 m 1 ) flgftl^ F^i^H^/O ( 
1 . 15gs 4. 3 9 mm 0 1) - DBU ( 1 . 8 1 g-. 11, 9 mm 0 1 tfVMt 
(ID ( 0 . 1 5 g v 0 . 88 mm 0 ! ) ^ttlX-fco # £ , 8 

0 p s i - 1 0 0 p s i ZIX 7 8*0- 8 2*CT\ 5 

^SSliU, /7^«l> Na, so, *e*a*u »au 

■*>"^Mt&) *?HI8L"?\ ^7,TMt&m ( 2 8 2) ( 2, 1 I$5 5%, MH 
+ = 4 3 5) £#fc 0 



(1S6) 



W 2005-515201 A 2005,5,25 



[ 0 6 0 5 ] 

(F. it-km ( 2 8 3 ) OSif4) 



[0 6 0 6] 
lit 2 4 7 ] 




q 



10 



Boa 



iSjlE^&flfc" -rMfc£-& (2 8 2) (1. 2 |, 2. 7 7 mm 0 1 ) OTHF ( 
15m! ) aft&ftK , 0 tt\ D I B A L (16. 62ml, 16. 62 mm o I) €> 

0 %MM A 'J *? A * h 'J t> A * jjQx. > m^X, E t 0 A c ~?t& ft L fc o 1 
*N a , SO, "C*£J»U M U * ITH!£2«, g» (283) ( 1 . 1 g , J|2 2Q 
& 1 0 0 %. MH* - 4 0 6 ) 

[0 6 0 7] 

(G. ( 2 8 4 ) OHM) 

[0 6 0 8] 

[ft: 2 4 8 ] 



ISHFsfr-fcUfcrn^-* (2 8 3) (0. 62g, 1. 5 2 mm o 1 ) (OC H , C i 
, (15mL) Mli', i|TKT, J- Ji^;UT-5 > (0. 6 4ml> 4. 56mmo 
i) iSiCWt.^ * y )V (0. 2 6^ 2. 2 9mmOi) £2)11*. fco 4# £>:Hfc 

U M U * t i t*mm t T , ^yl-h *t£-*» ( 2 8 4 ) ( 0.5 

3g, K$76%v M-CH, SOj H- 3 8 9. 1) 
[0 6 0 93 

(H. *fc&$& ( 2 8 5 ) «OHIe) 
[0 6 103 




30 
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[^2 4 9] 




1 -pt 5 y/- ^ f 1 . 0 4 g . 12. 7 mm o 1 ) ODMF ( 1 0 m L) 

ilTUTs NaH (0. 3 0 5 g> 12. 7mmoi) fcill&fco # 
mm * , iSt, 1 5 M m# U >T . Xfi G ^ *># ft 5? v U - I- it&m (2 8 4 ) 
f2. 0 5g, 4. 2 3mmo i) £2*1*. fco ^ii^, -$&#U 

*v»T\ $£*3M£1 i 3 f LTE t OAc— NaHCOj L£« 

(£*tii* 2%Me OH/9 8%NH, -CHj C ! 2 TjMSL 
Tv (2 8 5) ( 0 . 7 7 5 g , JR$ 3 9 %, MH'" =471) frfffc* 

[0611] 

< i . 4t'kV$ ( 2 8 5 ) OH SI) 
[0 6 12] 
[it 2 5 0] 




285 286 



IgH (285) ( 0 . 3g, 0 . 6 4 mm o 1 ) ^ < 4 0 

ml) HC !^*, Ii£T\ 3#E!S#U *v»t, t'liLt 

> %M±$Lm (286) ( 0 . 42g, f$100%, MH* =37 1 ) frfcfc 

°[0 6 1 3] 

(^JfeWI 1 1 4 43 JttF] 15) 
Hfc^f! ( 2 8 7) & J: O 5 (2 8 8)) 
±Ig81il*^PJ 3 3 , IgH07t?,j|^, Ch i r a ! A D * 7 A (iitii, 
15%IPA/7 5%^4*>/0, 2 % D E A t^lf fti" & ) ^flU, HPLCUi 

«? > * oM#Hte& k '« l t , JiiT© So-f b& ft * # £ : 

[0614] 



(188) 
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[it 2 5 1] 



31 










114 


l*S A H 


BOC 


287 


MS M*=471 


115 


mmmmmi 33, 

IS A-H 


BOC 


283 

mn^2 


MS M'=471 



(^iSffil 116-119) 10 

m^Mwnz 3. xmifrh&fc^^v-yyit&m (2 8 6) mu, 

[0615] 
[ft 2 5 2 - 1 ] 



* 

(286) 







R= 






116 

i 




0 ^ — 


28$ 

1 


MSM'=515 



[0 6 16] 
[fb2 5 2 - 2 ] 



30 



117 


£MH 13 




290 

2 




113 




I 

o=s=o 

1 


291a 
HHifc 1 


MS M*=449 


119 


mm® 24 


1 

O=£S=0 
I 


291b 


MS M*«t40 



40 



(fil^^^flJ 3 4 ) 
(A, <ffc-&& (2 9 



[0 6 17] 



(139) 
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{it 2 5 3 3 



Br 



Br 





OK 



CS 



2W 



mU^t&m3 3, X&C (2 S 0) (30. Og> 104. 5 mm 
o 1) ^CH 2 G I s (5 0 OmL) mWmiK, fe*TKT* - 2 Ott\ ffltfbv 1 :*- 
)V (10 6. 7mL, 1 > 4 6mmo 1) fcljqAfco f#£>*i£t$^ 
U *^t\ >j£«l 4 ^ c>«lrl^% * i- * x > (50 m L ) L , 

£b^T, Ht:#<«S OC 1 2 (10 6. 7mL) £ SB *.*:<> 

£@ 4 I x £ LTKiSifei I ^iSfig Lt\ «tL§» (2 9 2 ) ( 3 5 . 6 7 g 

v 1 0 0 %, M-B rC 1 = 19 1) 

[0 6 1 S3 

(B. *fc-fr«9 (2 9 3 ) OM) 

[0 6 19] 

[ft 2 5 4 3 



Mg ( 3 . 6 3g) ^)«T H F ( 9 5 m L) BmtK, ^*T«-T> 4 - Z 

D n _ ! _ ^ ^ tf ^ >}-y y (3mL, M<O10%) £> X U~ 1 'h&iSco 3 7i^j)Dif: 
o H^HTt^^^^S-CTllJ^L, a-K^f (0. 5mL) H-^c 

D _ ! -^f^^vyy^ii (2 7mD t fctipifco i ^mm¥i. 



».*$jPJ3 4, X^A*^#^^tJD-fk^ ( 2 9 2 ) (35. 6 7_ g , 116. 7 
mmo i) <0&*THF (2 0 OmL) ^® V C^^#S^ M-T, 

-*3ft& (_bT#£) (0. 8M, 1 4 6mL, 116. 7 mm o I ) ^lTL-t«#^ 
Hft», 3f$ftifc#U S^t, EtOAc-H, O-C^mt^o 

fjSItMgSd tlfcflkU *aU ^U«|^IHHn, £l» (293 
) ( 4 9. 2 5 gv JK-P 1 0 0 MH* = 3 6 8) 
[ 0 6 2 1 3 

(C. *fc&S5 ( 2 9 4 ) OMtt) 
[0 6 2 23 




[0 6 2 03 



(190) 
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[it 2 5 5] 





10 



±S5If£B £>#£tt;£t3 ( 2 9 3 ) (4 2. 9 g v 116. 5 mm o I ) (O h )\>3-> 
(4 0 0 mL) &#V&?£^ i|Tt:t, M)xf)k7^ (4 9mL> 3 4 9. 5 mm 

6g> 1 1 6 5mmo i ) ^iTlfco * 



fiJT?\ 2l$HjDP»U£ttfc<> 
^cvTx CO^ft*. ^L%X\ -m,mWL. Sv»'C, EtOAc-lN N aOHMl 

fflMt>£M V 9 * r v A * n v h ^ 7 7 Y - JltiU 3 0%E t OAc/7 0 
%^^rf yffffif^) -ell^tT, (2 9 4 ) f 2 . 9 9 g , R$ 1 2 % 

, MK" = 4 2 6. 3) fcftfco 
[0 6 2 3] 

(D . -ffc&liJ (2 9 5 a) i3 X 0 s (2 9 5 b) 
[0 6 2 4 ] 
E-fk 2 5 6] 




294 




30 



J:f£X$gC^#£^X-f;V ( 2 9 4) (3. 3 4 7. 8 3 mm o !)'<?> 6 N H 
CI ( 2 0 m L) M£\ -S&^\ i "CSBlgf! L£ 0 t 

v *LTNH< OH«C£S-fcU S^t, CH, Cl 2 TJfiffcLAo 

*m g s o 4 t , u %i xftmtn t xim $ « , to.mt: ^ >> -y y t 2 

. 8 0 g , Jfesg 1 0 0 %> MH* = 5 3 4 ) 
[0 6 2 53 

*<?>fflSI®S (Cfcii, ±T'#fc) (2. 7 7gv 7. 8 2mmo 1 ) 5 0%Me 40 
0H/1%H, O (2 0 0 mL) tCT, >-.$Et/f^-/ * - \ (3. 4 lg 

x 1 5. 6 4mmo !) ZfajLtio ^KlSfi^tt* P H = 9 Clf U f LtiSt, 
4B*ftift#U Wlltli?^:, CH, C 1 2 -h, o-r^^L-to 

« »1 *M g S 0 4 L , tt il U i T JM6 U ^LTHPLC ( i Jt 

ii, chi r a 1 AD*7A*Sffl U 1 5% I PA/ 7 5%^W^/0. 2%DE 
A-CifdiT^) Tf||£ LT, N-Boc il&to ( 2 9 5 a) 0 s (2 9 5 b) eo$B*^ 
14ft (3. 4 2 g, fe^9 6%. MH + = 4 5 4 ) *#i 4 
[0 6 2 6] 

(E. ( 2 9 6 a) 43 JtCK (2 9 6 b) <Oft&) 

[0 6 2 7] 50 



(191) 
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lit 2 5 7] 




±f£I*lD^M#^N-B o c^S(Oit $£iti <-) ^feft (4. 0 g, 8 
. 7 8 mm o 1 ) 1- > f] OOmL) £ J: iLM £ y - ;v ( 2 0 m L ) 

U > h')7^)^A7'f> (1. 1 5 g , 4 . 3 9 mm 0 1 ) , D B U ( 1 . 8 1 g , 
11.9 mm o 1 ) fcl m&.ik;*7 V t> A (II) f 0 . 1 5 g , 0 . 88 mm o 1 ) £ 

tut fro sops i-ioops it, -miBM-e^-vi* *t 

*E t OA cTtm tfco -^fe^fc^^JS**. /v^^fk&U Na 2 SO, 

U ttfl L x *x >' 'J*y^7A^D-7 h 7 ?7f- f >~ H i-i, 1 0 % E t O A 

c/9 0%^*^*e*ffl-T*) t'itLT, Ji^rJW ( 2 9 6 a) ifcli ( 2 9 6 b) 

( 2 . 1 JRS£ 5 5 % % MH + =4 3 5) t#fc 6 

[ 0 5 2 8 ] 

< F . -ffc&IS (2 9 7 a) *3 £ (2 9 7 b) <?>P^) 
[0 6 2 9] 
[fb2 5 8] 




30 



296 297 



tmxWEfrb'&r^^XT^w (+) ifcii (-) ^t£# (1, 2g, 2, 77mmo 
! ) <DT H F (15m!) $iM»> 0 TJT\ D I B A L (16. 6 2m K 16. 6 
2mmo 1) ©lMj»Jjif: 0 #&*tfci&fc$\ 4f^W»#tfco 

^tt«^ia 2 so, *efc*u *au ^lthiiht, (297a 

) f A i± ( 2 9 7 b ) ( 1 . lg, HJ!$10 0%, MH + = 4 0 6) Z&tz* 
[0 6 3 0] 

(G. (298a)*JtC ? (298b) OSSS.) 

[0 6 3 1 ] 



(19?) IP 2005-515201 A 2005.5.26 



[% 2 5 9] 




Boc 



XWF frhfetiT )l>- ( + ) tti'd (-) Wl'^'it (0. 6 2g, 1, 5 2mmo 
I) ©CH, CI, (15mL) ilTCt, F')^75> (0. 6 4 

m U 4 . 56mmo i) fe«fc CF&ffc* * > x - )W « 0 . 2 6 g * 2 . 2 9 mm 0 i 
) * tnA. o # *> n M * , L o * ?> *NaHCO s Sift? 

WU Ha, SO, jfeSL, £ LTf£«l * -C**g LT, ^/k- Mt-fr 

«! ( 2 9 8 a) (2 9 8 b) ( 0. 5 3 g, Iff? 6%, M-CH, SO, H= 3 

8 9. I) t'gfiio 
[0 6 3 2 ] 

< H. ffc&tt (2 9 9 a) lUO^ (2 9 9 b) 0>H&) 
[0 6 3 33 
[fb2 6 0] 




1 - j* f - 4* ^ 9' * ( 1 . (1 4 12. 7 mm o 1 ) <7?DM F ( 1 0 m L ) ft 
ftlTCt, N a H (0. 3 0 5 g> 12. 7mmo !) fctlix. fc<> l£ Mt 
$ft * s Sfi-e, i 5 5frH « U s^t , ±I£X^ G ^ e> # it * -> i- - h ft-frfc ( 2 9 

9) CD ( + ) (-) Uttfr (2. 0 5g> 4. 2 3mmo ! ) 4r1»^fco **>Klfc 

&& & * , ^ ja-c, -w u *^-e, &mm t -esis * * , * i t e t o a c - n 

a H C 0 3 vIvTC^ til I fz o #M * N a , SO, T^flS L , SftS L . * 

Sll^y ') 7 A ^ ^7 7 f - 2%MeOH/98%NH, - C 

H, Clj TfiMLT, (2 9 9 a) i$J:tf ( 2 9 9 b) (0. 7 7 «> 

5 g, 3 9 %, MM"' =471) fcftfco 
[0 6 3 4 ] 

( i . ft&Sk i 3 0 0 a ) £ jt lK ( 3 0 0 b ) 0>M&) 
[0 6 3 5] 



(193) 
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[it 2 6 1] 





300 



±mxn i $># ?t (+) $ tz it ( - > fttt# ( o . 3g> 

) co^* y (40ml) t*)4M HC 1 , Sji^ 3 BtM 

«|J;t*liL.t, Mt> ( 3 0 0 a) **ti ( 3 0 0 b) «OHC 
,fi$10 0%, MH*=371) £#fc<> 
[0 6 3 6] 

(«f?l! 1 2 0 £ 0 s 1 2 1 ) 

it&m (3oo) (+) **** (-> ^fftta^Lt. & 

[0 6 3 7] 
[ft 2 6 2 ] 



0 



i m ( 



4 m m o ! 
0 . 42g 






3MB 








120 




o — f 


301 

S&fifett 1 


MSMH*=514 


121 




0 


302 


MS MH+=514 



<ii»&f!i 3 5 ) 

(A, *fc£*| (3 0 3 a) 
[0 6 3 83 



(194) 
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[it 2 6 3] 



cCb 
o 

i 



Boc 
295a 




PMM3 4, X&Dfr?>&t:7v*it&%! (2 9 5 a) <?>%m* 1 (0, 5 g, 1 
. 1 0 mm o 1) ^1-^^-2-^1)7^ ( 4 . 3 m L ) Jft#i&ff£K , S^TK 
iHfc ')f (0. 1 4 g , 3 . 3 m m o 1 > , K> - 2 - 7 ») X 7 > ( 0 . 

0 1 3 g . 0 . 0 4 mm o 1 ) * Jt CP f 'J * ( v v U r V T -t h > ) - 5>/< v > * A 
(0) (0. 0 2g, 0. 0 2mmo 1) £ftnx.£<> 5£W}& 

#U GE^"C„ i'- U ^ <tf — XX (0. 3 9g, 1. 2 4mmo I) 
*<nBtfiB%*, 2WCbtoT, 8 sri^Qfel, g^T, EtOAc-H 

• O T» tfl L A o -p * A *iS*MgS0 4 TSSiS L> ig U M L , 
flg*l -> ') A fl^is 9 A * a ^ Y 7 v 7 -f - ( £*Ui* 10%EtOAc/90%CH 8 C 

1 , t?v§diT*>> -e»»LT, »Sfe«f# (3 0 3 a) (0. 0 6g> K$15%, MH 

* = 3 9 0) tftjto 
[0 6 3 9] 

(B, it&Va (3 0 4 a) <om.) 

[0 6 4 0] 
[ft 2 6 4 ] 



1 - j +}l>j ?, ?\f- fl> ( 0 . 3 7 7 gv 4 . 6 mm o 1 ) 3>SS2fcT H F ( 4 m L ) & 
ilTUt, -7 8^, 2, 5M n-B«Li/M^^ (0, 3 3 m L 
) *ML?Zo # Ml -7 8tt\ 3 0^^L^ tStfifei* - 

, ±£ISA^^ffcT^^^-fb&fe (3 0 3 a) (0. 78g, 2. 1 m 
mo 1) (THF40 £1)[JX-£o ^v»T, #fbft£v§fft£, -ftC^ot, 1 2 0t-i 
•^jqffc L , Z I X E t 0 A c - H 2 0 ~etadJ t fco *M g S 0 4 t 

77v - (£*Ui, 3%MeOH/9 7%NH, -CH, C 1, ^tB-T*) t||IU 
x gtft&llXMfe (3 0 4 a) ( 0 . 0 9 g v ft* 1 0 MH : = 4 5 6 . 1) 
[0 6 4 1 ] 

(C. ft-frfe (3 0 5 a) <omW 




Boo 
303ft 



[0 6 4 2] 



(195) 
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['ft 2 6 5 3 




304a 305a 



±IBXgB (3 0 4 a) (0. 1 8 g, 3. 7 2 mm o ! ) 60 4 M H 

C 1 /v * > ( 5 m L) 2 B#W^# I % ^fci/^-e, t -CjftiS 

U, KBfetlife (3 0 5 a) (0. 2 2 g, W 1 0 0 %, MH + = 3 8 4 . 2) 

[ 0 6 4 3 ] 

(2 9 5 b) ^^2tm^Lt, H1'£#2 ( 3 0 5 b) £811* L/c (MH* =384 
. 2) o 
[ 0 6 4 4 3 

<*Ml 2 2-125) 

it&m ( 3 0 5) <oii*n& (+) ttzit (-) f&ttfreffl&LT* ato*^v->7*- 

[ 0 6 4 5] 
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122 








MS MH"=537.1 "1 
m.p.=11 8.1-1 19.0°C 


123 


mmm 13 




307 


MS MH"=537.1 
m,p.=1 07.8-1 QS.4°C 


"124 


gam 13 




308 

3M4<* 1 


MS yH + =J>28.2 
m.p-11S.6-120.2 t 'C 




125 


g?SfifPM3 


0 ^— ' 


309 


M$yH"=528.2 
m.p.~1 20.5-121. 3°C 




(A. it^f!! (310) OMK) 
[ 0 6 4 6 ] 
[it 2 6 7 ] 

30 




40 



v XSA^f>#Jt^» (9 3A) (5. Og, 10. 0 2mmol)^l- 
;***-2-tfn»)>Vy ( 4 0 m L) fc^ gxTKT\ L i C 1 ( 1 . 2 

7 g > 3 0. 0 6 mm o 1 ) * h , j-2-7 l J**^7^ (0. 0 9 3 g, 0. 4 mm 
0 1 ) J: CF M; x ( > v < > v ») r*^ 7-fc h y ) ->* r/'^A ( 0 ) ( 0 . Ug, 0 . 
2 m m o ! ) ft $ft * . SfiT, 5 t>P «#U «Sv»Tv h 9 7'f" ,v f 

XX (3. 3mL, 11. 3mmo i) * LT 8 0 XJ- S 5 VC, 

Jft#l/fc d £«>&?fc**i&*-C#*PU 8S^t\ E t OA c - H 2 OTfSfil L-fco 
«UBfrMgS0„ '?1»U *iSU "CftBU *LT*>'; A* d 50 



(197) 
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7^77-^ (ZtliZ, 2 0%E t OA c/8 0 % C H ? Cl 2 t'iltt^) t 
T> (310) (3. 88g, 6?95%, MH + = 4 0 9. 1 ) 

[ 0 6 4 7 3 

(B, ft&fe (311) OMtt) 

[ 0 6 4 S] 

[ft 2 6 8] 




4, 5-"/.^f)N^:/-*V (2 5. 8mg, 0 . 2 6 8 mm 0 1 > Ofcj*T H F ( 
0. 2mL) IWi'^ -78tT, ?,V3VTi:t, 2. 5M n-BuLi (0. 
0 3 2mL, 0, 0 8 mm o I ) t'Mz-?Ze t#^*l£#&£^3 TB$>, i'^t, ±|E 
XfiA^^#/cT;v^>^#^ (3 1 0) (0. Igv 0. 2 4mmol) (fc*THP 
fO. 2mL) 4 s ) $rijpx.fc<> ^"O. £ WUT, 2 5^f:W:oT, 

1 2 otJi-eiiitu -m>x. ch 2 c i , -h, orJitoLfco -^fe-fcfc^®**, ^ 

n-C, U Na 2 SO, & t . &jaU {-LTynn^7A^/D 

7 (Ctlii, 5%M eOH/9 5%CH, C L* ti^tl>) -CflMfcLT* 30 

(3 1 1 ) (0. 0 4 6 g, » 100%, MH'" =505) 
[0 6 4 9 ] 

(C. (3 1 2 a) (3 1 2 b) <r>m.) 

[0 6 5 0] 
[ft 2 6 9] 




40 



50 



(19S) 
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±tZXm&frfi>®tzit-&& (3 1 1 ) (0. 5 7g, 1. 28mmol) W6N HC 
! (2 OfflL) * * 2 4 S# PQ C *> A o "C x £ Xttll 5: T tB& L *V>T\ £ 
ttlLfco fiffiNaHCO, fcJtfNaC 1 SrSBlfco 

76* CH, CU t2lf^L./;o ^fct«S*Na, SO, ?S£*U *LT&& 

Q.±mvs co. 5 2g, 112^ 9 3 %> *<&*l»m$\ 

T\ 20%EtOH/80%^*^/0. 2 %D E A L . * D * v a 

f -I It H > 2 0 % - 5 0 % I P A V/ 0 . 2 % D E A f U V = 2 5 4 n m, At 
tn- 1 0 2 4, ABS-2) Xi$mt&) KT\ HPLC Tlf S£ LT, 4i» (312 
a) UiCC (312b) cO:|S#m^#^#^ ( 0 . 2 2 5 g > M H * =4 3 3) <? 
[0 6 5 1 ] 

i^WM 12 6-133) 
ft-grfc f 3 1 2^ *>Si3flfc ( + ) Sfcii (-) H^-em^LT, ^-fV-/7*- 

«PSH^ : 

[0 6 5 2 ] 



(199) 
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[it 2 7 0] 




10 



312 



■mtum 










126 




H , — . 

o — ' 


313 




127 


mm® 13 




314 




128 


sfci&tfj 13 




315 


San*"*tt ^"658 


129 


^mm is 




316 


glKiW WT=558 


130 


SHJSSO 13 




317 


g^'ifW M"=570 


131 




H . . 

o — r 


318 




132 


mK« 13 


1 

o=s=o 

1 


319 


St^'HlV WT=511 




! 

o=s=o 

1 


320 





30 



(A, (321) 
[0 6 5 3] 
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[ft 2 7 1] 




10 



310 



321 



m^Mmn3 6. xmAt-h^f^t^j (3 I 0) (0. 66g, 8. lmmoDO 
THF '4, OmD itt^ IfTi:T, -7 8TJt\ 2. 5M n-BuLi/^* 
(1. 5mL) fciTFLfco - 7 8tt, 3 0M^#U ^'C 

. S'/'T, l-^f^^?^/-^ (3. Og, 7. 3 mm 0 i ) ( T H 

F (3. OmL) 40 ZI&LtZo 3fcV»"C* i*|vJ?fcot, 1 2 0 * -Cftll 

*U ^>T\ Siit^LT, ^«i^^^t^o -C-^^fe^E t OA c -H 
• OT»*U MgSO« TSsifcU ML. ^Uy'JiW7A^v hif^v-i 
- 3%MeOH/9 7%NH, -CH, C i 8 -?i£&T&> -CffKLT, £tt 2° 

«M 3 2 1 ) < 1 . 6 4 g> tel4 5%, MH + = 4 9 1. 1) 

[0 6 5 4 ] 

[ft 2 7 2 ] 



ifeHSI^SflJ 3 7 s XflA frhUMtO-to (321) (O. 6g, l. 22mmol 
) <f> 1 2 N H C I f 1 0 m L) $ft £ , -ttfc *> ^ T > $ T» U # ^ "C 

CO, Ki§fS?U 1 0#W»#U NaC I t? jftlfl L , #v>t\ CH 2 C ! , i&fc. 1 

.i^a 2 SO, -C8S*U ill, ^Lt^irrliLt, ^ife@KSSlU.t 
, ft&tJ ( 3 2 2) C566mgsMH*=419. 1 ) frflfc* 
[0 6 5 5] 

( C . (3 2 3 a) (3 2 3 b) <oMU) 

[0 6 5 6] 




30 



322 



(201) 



JP 2005-515201 A 2005.5.26 



[it 2 7 3] 




322 



323a 
323b 



±fl[iIgB#-Mifc j ni£-& (3 2 2 ) CO. 5 6 6 g, 1. 3 5 mm o I ) OM e 0 H 
(2 OmL) fcitfHj 0 ( 1 mL) 0 tJT, B 0 c (0. 4 4 g % 2, 

0 2 mm o I ) SttiBx. fco * IN N a 0 H^firCfeifl: LT\ dH = 8. 5 ~ 

9 . 5 U L T^«g £ -c&*g t . tt^T , C H , C 1 2 - H 2 0 tlfttti L 
a £fc-£fc#«®*H 8 OT2 0i56»U >-T^#U Na, SO, T*ls 

ft* 10 0%) iilf>0*tt#* 4 ^AD*5A Uttii, 3 5% I PA/ 8 

5%^^>/0. 2 % D E A (M=2 5 4 nm, At t n = 64, ABS = 1) X"i% 
Kt, HPL Ct^i L t, #lt£#: 1 ( 3 2 3 a) ( 0 . 2 8 g , M H + = 5 1 
9. 2 J J3 J: CT^ttfr 2 ( 3 2 3 b) (0. 28g, MH + =519. 2)£#£ 0 
[0 6 5 7] 

(D. -fc^iJ (3 2 2 a) 
[ 0 6 5 S ] 
[f t 2 7 4 ] 



-ttZJLm C ^ &?§>Hfc-&& (3 2 3 a) mim 1 (0. 24g, 0. 46mmo 1) « 
4N HC (2 OmL) *fl"C, 1B*M*W*LA<» ^O^'iSK, 

CH 2 C i 2 ( 7 m L) S-lWx. , *<OBtfiB** 2 l$ffl&ft L^Jt rz&, i «fi 

LA* Z<t>mi&£. tefllNaHCO, fc#K5 5HH)*#U &^V. NaC ! T'MU 
^LTCH 2 C 1 2 ^3BT«ltflLfco &Wr:iII^Na 2 SO, "CiE&U SSU 
^LT»M1£«2§§-£T. ^fc^ft (3 2 2 a) Htt# 1 (0. 1 6 3 g, jfcs£8 4 
%. MH* =4 19. 2) 
[0 6 5 9] 

ft-fr* (3 2 3 b) tttS&LT, ±IBX«Dt«flH<?9«l3t-C, -ffc-fi-fe) (3 2 2 b) *M 
S U UoHfeff ( 0 . 1 9 3 g , «S 4 %, MH* =419. 2 ) 
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[0 6 6 0] 

(£tfcfl 1 3 4-147) 
ft -&m 3 2 2 a (M'mt 1 ) I ft 3 2 2 b 2 ) "Cffig tT, »ft * Q D * 

DEC Bfcfr a -y /')y^ftILT) , 1 3 i mMvm^frfc £ #T , UlT^t 

[0 6 6 1 ] 
[ft 2 7 5 - 1 ] 




S3 










134 


mfe® 13 


TO 


324 

Kttl* 1 


MS M"=545.2 


135 


mmm 13 


TO 


325 

nefcfc 2 


MS M*-545J2 


136 


ikmm is 




326 

A&* 1 




13? 


mm\ 13 


o — f 


327 

hih* 2 


MS M'=563.2 


138 


mmm 13 




328 


MS f/T=606.1 
m.p-62J-63.0°C 


13& 


4tttM 13 


o — f 


329 

Kftfc 2 


MS M =606.1 
m.p,=70,1-71.0*C 


140 


13 


o 


33G 

Rtt* 1 


MS M^=572.1 

m. p. =120.1-121.4*0 


141 


SH&fcJ 13 


H 

o A — ' 


331 

ISfiW 2 


MS M + =572.1 
m.p= 128.0- 129,0° 


142 


mm 13 


TO 


332 


MS M + ~544.2 


143 


3tt«l 13 


TO 


333 


MS M*=544,2 



[0 6 6 



2] 
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[it 2 ? 5 - 2 ] 



144 




T~0 


334 

Ktef* 1 


MS &r=554,1 
f».p.=11 1.9-1 12.0°C 


145 


mm 13 




336 

mntt 2 


MSM 1 "=554.1 
m.p.=1 14.3-1 15* 


146 




[ 

o=s=o 


336 

1 


MS M* =497.1 
m.p=52.4.53.3 a C 


14? 




I 

0=3=0 
I 

Oh 


337 

put* 2 


MS M* =497.1 
m.p =47. 1-48.0° 



(A . it&m (3 3 8 ) 4=3 J: t* ( 3 3 9) ) 
[0 6 6 3] 
HIS 2 7 6 ] 




338 339 



».*&Pj3 6, XgA*f>&fcfb£«J (3 10) (3. 0 g. 7. 3 4 mm o 1 ) <r> 
THF (SmL) SlTt-T, -TStTC, 2, 5M n-B«Li/^f> 

(0. 6 5mL> 8. 07mmo I) fcflST L£o #*>ftjfcigifc£, -78tt\ 3 0-fr 

raa^u ^-c, &^t, 4 -.*-^v-f 3 *v->w (o, 6 6 g , s. 

0 7 mm o ! ) (THFt) *7lDx.*o <~ 4>$ft£ . -Bftfcfcfc 1 2 0 V- 1 TjB**. 
U £SS^fr±PLT, -^^Lfco -£-<*>EjfciS-&&*E t 0 A c — F E Ot 

3 3 8) *3 J: 0 s 5 - > fJH» (3 3 9 ) ( 2 . 7 6 g , 12$ 7 6 %, M 

"=491. 1 ) 
[0 6 6 4 ] 

(B . it-&& ( 3 3 8 a / b ) fc<tCFC339a/b> «) frl*) 
«PJ" 1 1 Vtm L *flA LAHtA?, ±BX« A *Mlk:£ja»<D«&t&# , 

1 t\ chirai HPLCA7A^D7^77^ £M LT, $8# 4 |3 J: #5 1 
$ ( + ) ^t>'f"^"7-i5j:y f M#4 £ Jttf5M- (-) oS^ka-si 

4 -HR-fk-^tt (3 3 8 a) (MS M+ = 4 9 1 ; Hjft- 7 2 . 1 - 7 3 . 0 <C 
) ^iCF (3 3 8 b) (MS M + =491 :SS=68. 9-6 9. Otl |3J:0 : 5- 
fltftft-fr* (3 3 9 a) (3 3 9 b) OftJfe^lSHfcK $%iz jjHft I fc 0 

[0 6 6 5] 
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<C, it-& to (3 4 0 a) <r>mW 
[0 6 6 6] 
[ft 2 7 7 ] 




338a 34<?a 



JbsexSB fcflfcfb&& (3 3 8 a) ( 0 , 0 3 5 g, 0 . 0 7 1 mm o 1 ) <f> 6 N 
HC ! (2. OmL) iSffi*. ^i'bfcot, * Xi\Wk Li, 

a * - ww u n h * o h mmx&it t , t x c h s c i , xmm i tz „ a*** *■ 

ttf^MgSO, T*»U -eL-C»MLT, ^#f|t£te K fk^fc (3 4 0 a 

) (0. 0 3 3 4 !|£*#1 0 0%, MH* -4 19. 1 ; Ss&=6 0. 3-6 1. 0*0 
) ^H/;o 
[0 6 6 7] 

±lBtSiy,^#SvT\ fk£® (3 3 8 b) (*tt£2) 7Itt!ftLT> fk-^ft (3 4 0 b 
) (MH* = 4 19. 1) *8SS?L£o 
[0 6 6 S3 

<*$Pj 14 8-156) 
f fc (3 4 0 ) <D*m\ % ( + ) 4 tz it ( - ) Uli&Ttt^ L X „ &T0>$tHij<ltz$ 
MZfcm IX, iSS^nn* ,w — I- , -f v v' 7* - I- £ £ iiffiffc* T 
, 3R«Ott^"CBtfiB$*T, j£lTOfk-^^l'S3iSLR : 
[0 6 6 9] 
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[ft 2 7 8 - 1 ] 




10 



14 




R- 








A 


BOG 


341 


MS MH*>=&19 
m.p. =90.2-31 ,0°C 


149 




TO 


342 

Ktt«t 1 


MS MH + -545 
m.p=58.8-59.6°C 


150 


USSfiO 13 




343 

Sftttl* 2 


MS Mhf=545 
m.p.=60.$-61.2°C 


151 


seam is 




3-14 

Uttft 1 


MS MH "=545 
m.p.»98.7-99.5°C 


152 


SKfil 13 




345 


MS MH*=545 
m.p.=1 11.3-112,0*0 


153 


S*£«?J 13 


yo 


3-16 


MS Ml-f=544 
m.p.*77.1-77.S°C 



30 



[0 6 7 0] 
[ft 2 7 8 - 2 ] 



154 






347 

HlSfett 2 


MS MH*=544 
ro.p.=?8.9-?9.0 o C 


155 


ran 13 


I 

0=5 =0 
I 


348 

HfcLfc 1 


MS MH'=497 
m.p=87.4-08.0°C 


156 


stut 13 


I 

o=s=o 

f 

CMs 


349 

Pt!fc» 2 


MS MH*=497 
m.p.=88.8-89.Q°C 



m^mmn 3 9 j 

(fb^ ( 3 5 0 a) Oilli) 
[0 6 7 1 ] 
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lit 2 7 9 ] 



\ If 



O 



I 

339a 



N 




O 



10 



I 

H 



it-m (3 3 9 a) £\ XflCt^^.f^T-M^-^T, <t-&» f 

3 5 0 a) 1) (0. 13g, tef7 6%, MH + = 4 19. 3) 

[0 6 7 2] 

±fdtlM£#.^T\ ^fc^8> (3 5 0 b) CUftft 2) ££8&Lfco 
[0 6 7 3] 

(^JfeCT 15 7-160) 20 
ft-&» (3 5 0) <0»% ( + ) ifcli (-) ULToS^Lfc^ 

[ 0 6 7 4 ] 
[it 2 8 0] 





" N I 



o 



i 

R 













157 


I* A 


BOC 


351 

HSifcl 


MSMtf*519 


15S 


IS A 


BOC 


352 

Pffitt 2 


MS MHr-519 

m.p.sS&.O^&.&^C 


159 




o — 


353 

HHifc 1 


MS MH*~583 


160 


^gtfe^J 13 


VST}™* 1 

o — 


354 

Hft& 2 


MS MH^563 

30.1-131 .(TC 



30 



40 



<ms$ mm 4 0) 

(A. ft&Sfc (3 5 5 ) ) 



50 
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[0 6 7 5] 

[ft 2 S 1 ] 




PM*»J7> I*lAa>&#fcte&$& (9 3 A) (2. 92g, 5. SmmoD^I 
*l"^ x > (7 0mL) ii^tfUeOn (lOmL) femK, Mj?i^HX7{> f 
0. 7 2 £ , 2, 7 5 mm o i ) , D B U ( 1 . llmL. 7 . 4 2 mm o i ) £ J: CFP 
d C 1 , ( 0 . 0 9 7 g, 0 . 5 5 mm o I ) *r1mA fc« & H £vgy&£ CO (10 0c 

s i) t/^i/u ^-c, 5B#MK*>fcoT, 8 ors-ejqiftLfco 

■c?&*pu sit^-vu ^LT^wiit -mmz^T, «sfe*>f**^fc 0 -e<^>^ 

-hYfr-ft y&?u~? h yy 7 4 - 1 %Me OH/ 9 9%CH» CI 

, ~ 4 %M c- 0 H/ 9 6 %C H , CI, V'feft1'Z>) LT . (3 5 5) (2 

. 2 2 g , KSp 9 2 . 5 % > M H * =44 1 . 1 ) 
[0 6 7 6] 

(B. ft&ft (3 5 6 ) OMtt) 
[0 6 7 7] 
[ft 2 S 2 ] 




355 356 



PS£*M4 0, I^AtfHbl^tf < 3 5 5) (2. 2g, 4. 99mraol) 06N 
HC 1 (5 0ml) mi*, HftKfcAoT. 10 0-11 OtifML^o i^ffiE 

e O H ( 5 0 m L) 43 J: CFH s 0 (1 mL ) fcifcfc. 0 t)t\ Boo i&M) ( 1 . 6 3 g 
, 7 . 4 S mm o i) £ft|x.£o f#£ ft IN N a 0 Ht\ p H= 8 . 5-9. 

Lt\ ft** ( 3 5 6) (2. 2 9 g. fc¥ 1 0 0 %, MH* = 4 5 5 . 1 ) 
[0 6 7 8] 

(C. fll&ft (3 5 7 ) cOliiS) 
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[0 6 7 93 
[ft 2 8 3 ] 




BOC 



10 



H 



356 



±mm^M^n 4 0 , xmb & h'&fdk&m (3 5 6) ( 2 . 2 6 g , 4 . 9 7 mm 0 
i) cott^-ey (18. OmL) fcJitfMeOH (2mL) S^WCfcfco 
T, ( h 9 > * * > 9 ,V) vTV^T/ (3mL> 5. 9 9 mm o ! ) 

S^T, 2. 3 3gOfflSM (MH + = 3 6 9) *#,t 6 



*OfflS8&S <±?#£) Oi>**-9"> (2 5mL) +^)4N HC 1 fcffc*, 20 

*^^7A^07^77-f- 2%MeOH/98%CH*CI,~6%M 
c-OH/9 4%CH, CI, K^T> 5 0% ( 1 0%NH« OH/CH, OH/5 0% 

ch, ci 2 ) -cttth-r*) -rmxtio %&fzwfr*&mm£Tm%z^, *-ltc 

HiCI, -C#*l L o *: v» t\ * ^>*«^«[ * fiffl N a H C 0 , 45 X 0?7 y 4 V 

u Na 2 so, tM£J»l, aau -c-tTig^i^'c^^^T, ft-fr* f 3 5 7 1 

f 1. 26g, fc$68. 3%, MK + = 3 6 9) 
[0 6 8 1 ] 

(D. ft&Sfc (3 5 8 ) <r>Wk) 
[0 6 8 2] 30 
[it 2 3 4 3 



».*$lPj4 0, IgC#-*>#fc-ft£rtt (3 5 7) (0 . 6 g, 1. 6 2mmo 1) O 
l*THF (6mL) fciftfc* 0*0^. DIBAL (lMf^x>|t) (9, 7 8mL 
, 9. 7 8 mm 0 ! J £1«IX.£«> 4*$>ftfci&ifc**fi4 Tfifc, f LT-W#L/c 9 ^ 



^?>ffii*t>l (±T'#£) MeOH + KT, 0tJT, Bocltt ( 1 . 06g, 
4 . 9mmol) ffe^l^ Jt^ilif^: , 1 N N a 0 pH=8. 5 - 9 . 5 50 



[0 6 8 0] 




[0 6 8 3] 
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!, T«Lt\ Xy'h^fc^ *<Q%M&$: * 'J ? ht^lL, f ITCH 
2 C l 8 *H, 0, /7>fr«U Na 2 SO, -?»»L, £ LTKMfci&i 
L.to ^ffi7^3~;v£i» (3 5 8) f 1. 2 7 g, fcifc 1 0 0%) £\ ?£fc*pS8 

[0 6 8 4 ] 

<E, M&%S (3 5 9 ) *>HSi) 
[0 6 8 5] 
[ft 2 8 5 ] 



±SEISD ^ fcftjfcT* 3 - JV ( 3 5 S J ( 1 . 2g, 2 . 7 3 mm o 1 ) C H 

t CI, (1 2mL) Q<CX\ F'Jxf,V7?^ fl. 14mL, 8. 18 

mmol) &$Lil* 9 y-,)l*~)l (0. 3mL, 4. Immol) *Jp^./s 0 

3 -ft £® (3 5 9) (1. 2 2 g> 6%) 

[0 6 S 6] 

( F . ft£rlb ( 3 6 0 a ) * J: & < 3 6 0 b ) 
[0 6 S 7] 
[^2 8 6] 



fe^KD M F < 5 m L) <&fcifct: , 0 "CT\ N a H ( 0 . 19g» 8. ISmmol) 
£ 2 - > *-JM 5 ^/-* ( 0 . 6 7 g . 8 . 18 mm o 1 ) #7)|jx. A & # hfrZMl 

3 5 9) ( 1. 2 2 g. 2. 3mmo 1) OfefcDMF (5mL) M^zilRAo ®hil 
fz%ti&%, ilt, -WL, ElOAcfttU ^LXi^&ifU 3c n 

T% 77O Tit* L fco *<?>*$^ * N a « S0 4 T*l£^ L , &«SM*$ !t»U * 
U/'JAfi^^A^n^^v;^ (£*IMU 1 %M e 0 H/ 9 9 % C H ? C i 2 
~5%Mc-OH/CH 2 C 1, vmmir&) t#».Lt, *tttt4>fi#tt£ IT, 
( 1 . 1 S Jft^ 1 0 0 %, M H * =5 0 5, 2) *#fc c £<?>£j&&ig'fr®«\ frlR 





eoc 

359 



360b 
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AD*7A 25%lPA/75%^*>/0. 2 % D E A (T^V^fM 

?fi&om\/ft) t'tajt^j * hplc -eg-*-** 1 v tm&mfm t it 

, mm^fe 1 (3 6 0 a) ( 0 . 2 5 1 g» MH* = 5 0 5. 1 ) & X CJ^1£# 2 i 3 
6 0 b) (0. 2 5 1 g> MH* B 5 0 5. 1 ) *4£fco 
[0 6 S S] 

(G. it<ktl ( 3 6 1 a) 4=3 JttF (3 6 1 b) ?>M£.) 
[0 6S9] 
[ft 2 8 7 ] 




360a 



±ftllg F * h&tzit-km (3 6 0 a) lift* 1) (0. 2g, 0. 4mmoDO 
(1 OmLJ ^>4H HC i ^?!^ 2SSffi»#U >^>T\ 

4KS*TJlMft3-*T* ft&ffc (3 6 1 a) f 0. 2 9 2 g, « 1 0 0 %) 
[0 6 9 0] 

MS&ttflU 0, XUFfrh&tzfc&& (3 6 0 b) THteLTv ±!2i*ftl^# 
, fb-&» (3 6 1b) (Stt#2J frfWLfco 
[0 6 9 1 ] 

(*Jfcffll 16 1-16 6) 
^b^ft (3 6 1) OSWJfr ( + ) *Af* (-) *1*ftTtbHL-<\ ^T^gT^Lfc® 
^J^'fvyT^- h£M LT. ^jfcf*! 1 3 t»:MfM?*t, AAT^fb^®* 
USafc : 

[ 0 6 9 2] 
Hk2 8 8- 1 ] 




R 







R= 






161 

. 




0 


362a 


MS MH+=543 



[0 6 9 3] 
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[f 1 2 8 S - 2 ] 



162 


mmm 13 




392b I MS MH+=548 
HHifc 2 


163 


mms 13 




3633 


MS MH*=541 


164 


3£IS0fl 13 




363t> 

mm* 2 


MS MH+-541 


165 


ffftffl 13 




P14tt 1 


MS MH+=558 


166 


Mfetl 13 




3645 
Ptfc* 2 


MS MH+=S58 


166.1 






364c 


Mp201.5-208,3 y C 



10 



<.S'H5K-.^:2ffl PU 4 1) 

iit&lb ( 3 6 5) ) 
[0 6 9 4 ] 
[ft 2 $ 9 3 




30 



365 



IflB 6 - /c^tM-^, Itl^ (2 4 3 b) *#»JflLT\ 2 « 

3 , IgA-DtlJ TO Wfc^ft (3 6 5) tittU (76. 6g, ft 

$10 0%), 
[0 6 9 5] 

mw^'mffl 4 2 ) 

(A. (3 6 6 ) iDii) 

[0 6 9 63 
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[ft 2 9 0 ] 




BOC 



,01 



PI£^»J4 1 frh'&tzit&sfo (3 6 5) (4. Og, 8. Hmmoi) 
( 7 5 mL ) #3 J: XfU c-OH f 2 0 m L ) y§fl&£, F«j7x^,V*^7^> f 1 . 0 9 9 
4 , 0 8 mm o i ) ^ DBU (1. 7g, 11. 0 2 mm o 1 ) i5 J: (fMt^y > '7 
A (0. 145 g, 0. 8 2mmo 1 ) £zKJX.£<> #£>lt£&m£, 1 0 0 d s i tt. 
CO-e&ftU f U7 8 IS- S 5M»U EtOAc-H, 

*§l£ti L * 3tv » -^fctf A £ 7' 7 -f > rftj* U N a 2 SO, Tl2*£ L , 
II til U IT A 7 A ^/ f ^7 7 - dJlHU 30%EtOAc/70%A 
"C-#g».LT, (3 6 6 ) (3. 1 2 g, Wl 0 0%, MH* 

= 4 7 0. 1 ) frftfc. 
[0 6 9 7] 

(B. ib£r|j (3 6 7 ) OOHM) 
[0 6 9 S] 
[ft 2 9 1 ] 

/ , / 



±m-LmAfriy&Klt£%} (3 6 6 > (3. lg, 6, Smmoi) «4M HC 1/ 
v***> (] 2 0mL) &ffiE* 3 B*&m# U <^T\ ^«ltT«LT, 
(3 6 7) ( 3 . 8 9 g , JE$ 1 0 0 %, MH'" = 3 7 0. 2 ) 

[0 6 9 9] 

(C. ib&til (3 6 8 ) DMS) 
[0 7 0 0] 
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[ft 2 9 2 ] 




o. 



■OH 



±UxmBfrt>fttiit-&%l (3 6 7 ) (3. 4 3 g, 8. 4 5 m m o 1 ) <T> T H F (6 
0 m L ) miK, QV-X\ D I B A L ( 7 . 2 1 g , 5 0. 7 mm o 1 ) £ jl[j;L£o #£> 
*tfci£fc*£iES^ifi*^ -«#L #:'^\ ^»:i*r«t, &^T, Bocl 
*«) (3. 6 9 g, 16, 9mmo 1 ) ^jlllAAo WSS^CH, CI, - 

H, OT-ffltiJU Na 2 SQ 4 *?»!j§U £ tT^»:i * XjfkB IX, it&k (3 6 8 
) (3. 75g, M100%, MH + = 4 4 2. 4 ) 
[0 7 0 1] 

(C. 1 ffc-^W ( 3 6 8 ) StfWHft) 

iiexSA^P)#fdi:^^3 6 6 (2 3. 4 6g, 5 0. 9 8mmo 1) OCH, CI 
2 -Me 0 H - H 2 0 (>?-*L^tu 1 2 0 m L, 600mL> 60mL) t> L i 0 H (1 
2. Og, 3 5 0. SSmmo!) t fi-tf jgifc*, 4 0tT, -DjfeSSLAo^ 
<ORsfr^i=r» & U * ft iCH, CI, -CJRU IN H C 1 t\ 
pH6KBM*ftLfco *^#tt.»*fr(*Lv *LT*-Cifer£U Na» SO, -CKJ»Lv 
^UliUc **>±lfeft*, 0t-e, THF (2 8 5mL) UfclBLfc* h»^-T)l- 
T^y f 6 mL , 4 2. 9 7 mm o 1 ) & £ n □ f|xf> f 4 . 1 mL v 42. 9 
7mmo i) £;&qx., *LT0t^ m«ML/: 0 *60&fcfrfrftfr»« U 
fl&£-7 0t;*T*&*|ILAo NaBH* (3. 9 7g, 1 0 4. 9 4 mm 0 

! ) tUL. % LX — 7 0 tt\ 1 f£iM# L*^ M eOH (40 m L) ^Tlt 

L> ^^Wtt> y U*JK L , » N a H C 0 3 
U 7 , 7^>t^L, Na 2 SO, fltftllt, SJgftfcLT 

, ft-&ft (3 6 3) 
[0 7 0 2] 

(d. te&fe (3 6 9 ) <omm 

[0 7 0 3] 
[f k 2 9 3 ] 



±£x*IC*&ftjHb&lil (3 6 8 ) (3. 7 4 g, 8. 4 6 mm 0 1 ) <OC H , C i 
2 (lOOmL)SitC, FUf^7?> (3. 5mL> 2 5. 3 8 mm o I ) &£Xf 
mt.* ?yz-&*~)l> (1. 4 5g, 2. 7 mm 0 I ) frjl|x.fc* fffe*L^ft»4r. SSt 
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ft£U ^UNa 2 SO, ttiU, ^yl-Mb^l (3 6 9) (3. 8 6 C 
¥8 8%) £&£<> 
[0 7 0 4 ] 

(E. (370 a)*JttM370b) «>M&) 

[0 7 0 53 
[ft 2 9 4 ] 



OMa 





369 



370t> (Uttft 2) 



2 - * * )l>-4 3 ^ A- ( 2 , 4 3 g , 2 9. 6 S mm 0 I ) *>DMF (3 0 m L) v§ 
ff&ic, N s TfcT* NaK (0. 53g, 22. 3mmo l) *J||;U f Ltl O&^I 
#U *n1T, ±UXmDfrhWKlt&® (3 6 91 (3. 8 6 g, 7. 42mmoi) 

tOAc-NaHCO, -CJAttlt, Na 2 SO. -CfefcU ^ltliU: 5 -trco:H£l£ 
»*A5A^n7h^57^- ( iilrt, 2%Me OH-NH 3 / 9 8 % C H . CI. V 
Stti-t*) 'tUSRLT, !M£#<oiB-&&*fcfco **U21Ubtf>#«Jj\ ^HPLC C li 
irai AD*7A^ovh^*77f- (C^-fl, 25%I PA/7 5%Mt^/0 
. 2 %D E A-Cffltfjf 4) UxlSg L T, Itt^ll (3 7 0 a) (^t£# 1 ) (0.16 
0 g ) 15 i: C^t-fr* (3 7 0 b) (Ht±& 2 ) ( 0 . 1 4 0 g ) (MH * = 5 0 6 , 1 ) 

[0 7 0 6] 

(F. 

[0 7 0 7] 
[it 2 9 5] 



(3 7 1 a) £ (3 7 1 b) 





370a 



3?1h 



±f£XH E h^it^m (3 7 0 a) (Mttft 1) ( 0 . 1 0 5 g , 0 . 2 1 mm o 
i) »4M HC i (1 OmLJ Sfi-C, 3^H#U 

SttlifiiUx (3 7ia) Co. 1 4 7 g> W 1 0 0%) 

[0 7 0 8] 

xii e & h^tzitsm ( 3 7 0 b) imkit 2 ) v ±ia*e* 1 1 ra u; ast-cM l. t 

, ftl&fi (3 7 1b) cute* 2) 
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[0 7 0 9] 

i^WH 6 7) 

<At&m (372) <?mm 

ffc&ft3 71a (1. 3 g, 2, 9 4mmo 1 ) OCH, C I f (6 OmL) 
HJjc^jVT^y (i, 3 m L, 9. 4 mm 0 1 ) £ iff-f VvTyjKp ->7V 7^ 
> ( 0. 4 6 5 g. 3. 2 4mmo 1 ) £jli!;t£o #£>tt£^m£. — 8&»#L 

, M^T, CH e C i 2 iiJ:«Na PIC 0 3 ^tiit/co ^^St§tSa r SO, 

OH-NH, /9 8%CH, C i 2 ■Cttaj'T*) -CfflfllLT, ( 3 7 2) ( 0. 8 

70g, K$4 8%) J^T«^^*#Mo 
[0710] 

(«f?l! 16 8) 
Hfc-^'fe ( 3 7 3) WMU) 
ft-&ft 3 7 1b 2 ) * , 1 3 t SSftofll^'C, V -> T p - ->y / 

7xi,VtS£$*t. (3 7 3) J^T?>g£#Ho 

[0 7 11] 

i^&M 15 9) 

( 3 7 4 ) <0l8iS) 

ffc-&*» 3 7 1a 1 ) *h 1 3 £ «<?>tl^"e, ^;y7>ip-^DD 

7xi^i jKto 3 *T v it^m (3 7 4 ) ^#,to 
[0 7 12] 

(£tfcfll 1 7 0) 
(-ffc-fr* ( 3 7 5) oRfE) 
fls£» 3 7 1b (Hfiff 2 ) * * * JWI l 3 t mU#>ffi ^Vv7>gi)-^D 
7 x - ^ i Jgjfc £ T , ffc-fc ft (3 7 5 ) * t#£<> &T0> £ * #Mo 
[07 13] 

1 6 7 - 1 7 0) 

[0 7 14] 
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itft&s-f- 










372 

1 


MS MH+=550 






o — 
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2 


MS MH+=550 


16& 


MM 13 
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1 

S-flttfl; 


MS MH+=55© 


170 


£ife8J 13 


o 


375 

mm* 2 


MS MH+=559 


170-1 


3?!6BI 13 


H / i 

v-O 

o — ' 


375.1 
&fife# 1 


MS MH*-525 



m^mvi4 3) 

iit&m ( 3 7 6 a) J* J: OWfc&fc (3 7 6 b) 
[0 7 15] 
U b 2 9 7 1 

OMs 
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376a/ 
376b 



1 -^-^;w.-f ^ '/-.ft, (o. 33g, 3. 4 6mmo 1) «DMF ( 5 m L) IftC 
v eiTKt, N a H (0. 0 8 3 g, 3. 4 6 mm o 1 ) *jHl;tv * LT 1 0 3"M# 

u mummu 2, igDji^^mft (3 6 9) to. eg, 1. 1 5m 
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v^m l. , #t«* tf'j^ r-is^ u 5s®+ 1- 9 ^ a l. . * it«i 1 r* 

itltl^o ^©ESM^v »J #4**7 v v N 7 4 - (£iUi, 3%M 

c-OH/9 7%CH 2 C 1 2 X'®ftt&) VfiSLLX. Htt^ig^*llfc e c h i r 
a 1 AD^J7A^f T^HPLC^flLT, 3fcfcftlfc*j&*U il&ty (3 7 6 
a ) (Ht£# 1 ) i3 Jt tffb^ft (3 7 6 b) (*tt# 2 > (MH* = 5 2 0. 1 ) *4f £ 

[0 7 16] 

<B. il-Sto (3 7 7 a) fcJiCML'fr* (3 7 7 b) copH) 
[0717] 
[f b 2 9 8 ] 




1*1 hfrtyfttzilte® ( 3 7 6 a) (0. 10 7g\ 0. 2mmol)«>v*W ( 
1 G m L ) +S> 4 M HC 1 *flt\ 2 ttlDtttf t , 3fcn X\ QgttttSl $ 

LT\ it&m (3 7 7 a) (0. 1 3 g % Jl£^ 10 0%% MH* =4 2 0, 

1) 

[07183 

±fc*fl*<D#5*;T\ (3 7 6 b) fls&fc (3 7 7 b) (H1±# 2 

) (MH* -4 2 0. 1 ) frftfco 
[0 7 19] 

17 1-17 4) 

it&m (3 7 7) <oM*0% ( + ) itiii (-) |!1£&l*ft4lLT, UTOft^L^J: 
[0 7 2 0] 
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SlJKSfvQ 
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376 
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3£ife#J 13 
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MS MH+=504 
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Um\ 13 
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MS MhH«673 
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Example 13 




381 

isomer 2 


MS MH*-573 



<fiM2&f!l 4 4 ) 

Ut &m ( 3 5 2 a) is J: WIS® (3 8 2 b) <omm 
[0 7 2 1 ] 
[it 3 0 0 ] 




3S2b 



Pl^M4 2, ISD^f>Sfcfl:-&» (3 6 9) (0 . 5 g, 0. 9 6mmo 1) <?> 40 
C H s C N (8 OmL) fcftK , ^7v> ( 0 . 2 5 g „ 2 . 8 8 mm o I ) #3 <fc 0 s 2 
. (v>\*^;U) - 1 -j<*jh^») v;/ (0. 5 9 7 g, 3. 84mmol) * 

1 j -NaHCO, lrz 0 frtntttiSi^N a r S G* '?1£#L £ LT-> ») * 
^^7A^D7F^77'< - ( £ fti-JU 3%Me OH/9 7%CH 2 C ! t 

) -CifiSI t X , 2 «L*>3t9:#*>£&fel ( 0 . 28 g, 5 7%) tflfco ift & 2 -ft 
<^te#£ chiral A D * 9 A HPLC t'M L T , Mmt'km (3 8 2 a) 
(Ht±#: 1 ) ( 0 . 1 3 6 g , M H* = 5 1 0 . 3 ) & X CHfc-fr* (3 8 2 b) (littft 

2 ) ( 0 . 1 4 g, MH* = 5 10. 3 ) fcflfco 

[0 7 2 2] 50 
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(mmmmm 5) 

(A . it-km (3 8 3 a) 43 X mtil-m ( 3 8 3 b ) 
[0 7 2 3] 
[ft 3 0 1 ] 





383a/ 
383b 



10 



P»H^J4 2 , X^D^6t#^^tJ (3 6 9) (1. 2g, 2. 31mmo 
CH, CN (lOOmL) , ^^*9> (0. 8g, 9 . 2 3 mm o I ) £ 

, (v.*^) - 1 -^^b:'^', 1 (1. 9 g , 12. 24mmol 

l tz o # n a &m * , tst\ l , tesMfcg * t m u -e u -c c h 2 

-NaHCO, -efctbLfc, *N a 2 SO, fUv'J 

*5A^C7f^77.f- <C*W±, 1%NH S -Mc-OH/9 9%CH, C I , 
T*>> ^IIS^IT, 2ift<Z>#l'l&#<0£)£® (1. lg, «8 2%) Cil 
c h i r a 1 A D * v A HPLCfMLt, M#ft^t> f 3 
) <||'|&& 1 ) (0. 2 4 g, M H ■'■ =4 2 5. 1 ) J: Wfc'frtt (3 8 3 b) ( 
2) (0, 1 1 2 g, MH* = 4 2 5. 1 )£'#£<> 

[0 7 2 4 ] 

(B. *fc-&& (3 S 4 a) 

[0 7 2 5] 

[ft 3 0 2 ] 



1 ) <D 
J:tf2 
) fcJm 
C ! , 

2 

8 3a 




384a 



IlIA^^-ftS^ ( 3 8 3 a) (0. 19gv 0. 3 7 mm o 1 ) (?) 4 MH * 

1 9 4 gv MH + = 4 1 1 . 1 ) 



v^^r^fy (2 5mL) ? 

(3 8 4 a) 



■ 1/ 

4ttL 



( o 



[0 7 2 6] 



( 3 8 3 b) trft^LT, ±tmU<T)m^X\ ( 3 8 4 b 



[ 0 7 2 7 ] 

(H»J 17 5) 

(-fb^ife (3 8 5 a) i3 J: i^Wfc^^ 
[0 7 2 8 ] 



(3 8 5 b) 
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±mm^mm4 5. XMBfrh®£ik&® (3 S 4 a) (0. 05g, O. I 3 mm 
ol) WS*CH 2 Ci 2 (5mL) M'^^7?> (0. 0 3 6 g, 0. 3 

6mmo I) fcJ;^v>T>^4->'T./7x^i/ (o, 0 1 8g, 0 . 17 3 mm o 

tiiL, «Ev»Tx CH 2 C I 2 -NaHCO s TSifcLfco -W^iti^Na, S 
0 , T&m t > *- I T^«t I T-^ll L T . ffc-&& ( 3 8 5 a) (ft» 1 ) ( 0 . 0 
6 g > #Zm 1 0 0 %. MH + = 5 5 5 . 4 ) 
[0 7 2 9] 

N&£$iPll4 5, H£B*f>#fc'fb&*5 (3 8 4 b) •CfbULT, *ft*±i HUttS 
T?CUfc3-*"C> ib-^ft (3 8 5 b) (#1144*: 2) £833ILA (MH" = 5 5 5. 4 ) 0 
[0 7 3 0] 

<ffltt£tt08 4 6 J 
(A. 1b&«9 (3 8 6 ) *>»S8!) 
[0 7 3 1 ] 
[ft 3 0 4 ] 

/ — S 




m^MMi2. xmDfrh&Mk&tft (3 6 9) 13. Og, 5. 7 7mmo \ ) <r> 
CH, CN (15 0mL) i&JfcU* 2, 6 - tfT. (v>fM - 1 - * JVfc:^ V V> ( 
7. 16gv 16. 1 6mmo ! ) *5 J: tM> J? * - 1 - tf ^ 7 v > * ^#^r v- V - h f 
7. 6 lg, 34. 6 2mmoi) fri»;tfco # -M^L 
mtlf t«iU S^T, CH 2 CI, -NaHCO s TMl.7to &b*tz%®m& 
Na 2 SO* -Cie**U ^LT'>')*y«'A9A?D7f^7^- (Citti, 1%NH 

3 -Me OH/ 9 9%CH 2 C ! 3 t^^Tv 30%EtOAc/70 ^TigfiJ 

) ^HSILT, KHMlHtl^J (3 8 6) ( 1. 2 4 g, E?6 7%, MH* =6 

4 4. 2) 

[ 0 7 3 2] 

(B. ft-frl! (3 8 7 ) <?>ai^) 
[0 7 3 3] 
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[1t 3 0 5 3 




38? 



±mxmAfriy&i:1b&® (3 8 6) (0. 5g, O. 77mmol><7>4M HC i 
*J*W> (5 0mL) iSffi*. i^^ 2NfH«#LA <> Jfc<^t\ ^v§m£^&*T 
, LT 1 N N a 0 H-C^^t U C H 2 Cl f -CttA Lfco 

*Na, SO, T&**U ^LT^tfcli-eaUiLT, fb^ (3 8 7) 10. 4 3g 

f$l 0 0%, M H * = 54 4. 5 ) *ftfc„ 
[0 7 3 4 ] 

(ft-fr* (3 S S a) jJACP-fb&fe (3 8 8 b) <??PM) 
[0 7 3 5] 
[ft3 0 6] 



gjfcS-g-T, 2l^^t#»I^i (0, 102g, 1£|5 5%) c li i r a I 

AD A 7 a Ir-ft^ L"C> HPL Ct^cMtl> £ gl^Mfc^® < 3 8 8 a ) (HI* 
fel) 10. 05g, MH* =6 8 8. 2 ) & X OHfc-frfe ( 3 8 8 b ) <£1Si#2) (0 
. 0 4 8 gv MH* - 6 8 8, 2)#<&t>H£<> 
[0 7 3 6] 

(HtlPjl 7 6 is* CP 1 7 7) 
ttTtf)^^ L fc£9J& i V v T * - Y *im IX , £»ffi 1 7 5 £ »<OtI^"e, gfl 
Sm^Pj4 6, IgB*?>j|?tft^8! (3 8 7) ^$^t, UT^ft»£». L £ 




CN 



388a/ 
388b 



[0 7 3 7] 
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R= 








175 


o — r 


1 


MS MH*=(583 


177 






390 





(fb-frfc (3 9 1a) fciC^t&fc (3 9 1b) 
[0 7 3 8] 
[ft 3 0 8 3 



"N | 



o 

0* > Of t 



388b 



■M NH 

.a 



°" "?TV_/~ CN 



39 
391b 



30 



4 6, IgC #-ib#fcft#& (3 8 8 a) ( 0 . 0 5 g , 0 . 0 8 6 mm o 
i) eoCH, CM (lmL) 0*0"^, 3 - K f- )Vy 9 (0, 0 5mL, 

0. 3 4 3mmo!) ^t&xfc, #&*lfci8ffe*, 0t)T, m»UfLT« 
St 4 -efcifi t fro <kw '?\ ft) * l N HClitt: it £T , T , - r ^ Tla 

mU„ ^<D&Ji£ 1 0%NH 4 OHlitSlfliU CH, Cl, V 

ftmitzo % mm * w a 2 so* ^sas u * i T?g*w£® * -cja^ i x % it^ 

(3 9 1 a) (W&it 1 ) f 0 . 0 2 g v JlX^ 4 2. 5%, MH* - 5 5 4. 1 ) « 
[0 7 3 9] 

m^Mm-i 6. IgC*-f>#fc-fb#® (3 8 8 b) -«Ltv ±t[^T»^TK£ 

-ffc-frfe (3 9 1b) (H'l£#2) fcHftlfc (MH* = 5 5 4. 11 0 
[0 7 4 0] 

(HSI^JSfi 4 7 ) 
(ft-^fe ( 3 9 4 ) ) 
[0 7 4 1] 
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[ft3 0 9] 



,QMe 




a Br- 




352 39S 

The journal 
) 4 1 ( 1 0), 1 5 6 3 © 
4 mm o ! ) <DM e 0 H ( 2 
7 .x — JV* x 7 > ( 1 , 2 
Smmo I ) fcJtflBMfc^? 
S 0 t:T\ 6i$H 

£f^&liT^§LT> 2 
^ f ?v 7 - (^^lii. 3 
BfeSfMfc p ^ (3 9 4 ) ( 

[0 7 4 2] 

(B. fb-Srfe (3 9 5 ) <?>H^) 

[0 7 4 3] 

[ft 3 1 0] 



394- 



of Medicinal Chemistry (1 
?«UffioTigU1t#fe ( 3 9 2) ( 5. 0 g> 
OmL) fcjri^h;ux> (5 OmL) vim!'-, SiStt 5 
lg, 4. 6 2 mm o 1 ) * DBU (1. 90g, 1 
v^A (0. 1 6g, 0. 9 2mmo!) *jll!*.;fco 

-mnwirzo ^j/>t\ c 
o%Eto Ac/70 %^*-* ^&tn-r&) ^fl^ 

2. 2 4 gv »4 7%, MH + =521. 1 ) 






394 



±3BXg A ^-fffcft&S! (3 9 4 ) ( 2 . 3 8 g , 4 . 5 8 mm o 1 ) «DftH C ! f 
4 OmL) fcifcS\ -0&"?> ^^It^B^L^o *^-e, £<^«^?I'-e^£p U 

MgSO* ^f&ftU iSSU ^tT««WtSl*-C*iteLT, S^g|ffMt;« (3 9 5) 
( 1 . 0 3g> 5 2%, MH' = 4 3 5, 1 ) 
[ 0 7 4 4 ] 

<C. (3 9 6 ) #)\ 

[0 7 4 5] 



10 



30 



40 



W 2005-515201 A 2005.5,26 



[it 3 1 1 ] 




395 m 



10 

IffiB ^ Aft-^fe (395) ( 1. 0 3 g, 2. 3 7 mm o ! ) <DE t OH (50 
mL. 200 proof) ft»t:, SSLT\ 5 tfWUfcAoT , (R^CH, C 1 t *fe 

*M**i Tiftit IT, ft&& (3 9 6 ) ( 1 . 1 g s W 1 0 0 %, MH* = 4 6 3 . 1 

) 

[0 7 4 6] 

(D. ^^-^ (3 9 7 ) #>mWi) 
[0 7 4 7] 
E<t3 1 2] 




XfIC ^^#^t-frft ( 3 9 6) ( 1 . 0 9 g , 2 . Hmmoi) ©THE (10m ™ 
L ) mii*. 0tt\ DIBAL/i-*i> (1 1. OmL, 10. 9 5 mm o 1 ) %m 

flMftli £ T*«M L-C . &fSfe@^fc#Wfc£-fc ( 3 9 7) ( 1 . 2 g , W 1 0 0 %. M 
FT" =421. 1) 

[0 7 4 8] 

(E. *fc-&tt (3 9 8 ) «>MfE) 

[ 0 7 4 9] 

[f b 3 1 3 ] 




397 398 



IgD^^g^ft ( 3 9 7) ( 0. 9 2g, 2. 1 9 mm o ! ) <0 5 0 %M e 0 H 50 
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/ 1 % H z 0 (5 0 m L > mm~ , B o c < 0 , 95g, 4 . 3 8 mm 0 

IliT-itlsU ic'^T. CH 2 C I ? -H 2 O-eJSaiL^o -&Mfc^ItMgS04 
?IIL, fLTMiretiLT, MfeMib^ ( 3 9 8) ( 0. 9 
lg, JE$S 0%, M H * = 5 2 1. 1) irfffco 
[0 7 5 0] 

(F. <t-&& (3 9 9 ) ORS) 
[ 0 7 5 1 ] 
[f b 3 14] 




398 399 



I5f£E^5>#£fl^& ( 3 9 8) ( 0. 9 1g> 1. 75mmol) OCH, CI, f 
lOmL) iit, y*}jLi~)\,TZ> (0. 7 3mL, 5. 25mmo 1) ^iffftt^ 
?y*)V*-fr (0. 3g, 2. 6 2mmo !) fcJlli&A© Sfcttfciftift** - 
"iJft»#U ^^"C, NaHCO, fcifc-efti&U Na a SO. U «»U *LT 

«*^SI £ "Cifefil IT x #tfltfe@aMt£» (3 9 9) f 0 . 9 4 g x W 9 0 %) t LT 

[0 7 5 2] 

( G . -Tb&fe ( 4 0 0 a) lUO 1 (4 0 0 b) <7>R&) 
[0 7 5 3] 
[ft 3 1 5 ] 




3&S 400a 



XPF^6#/^t^ti ( 3 9 9) ( 0. 9 3 g, 1. 6 0 mm o i ) oODMF ( 1 0 m 
L ) Sffrfc x i|TKt, 2 - > *-;M 5 J^/- * ( 0 . 1 9 g v 2 . 3 mm o 1 ) is £ 
CFNaH (0. 0 3 7 g) SrJ)P^.^c #£>*t«&£x SSt, 15#iSlfc#U #:^T 
v 9 0t)Tx 3B#M#Uto^T, c:^>7&fi*M*T?&^ILv f LtWItt 
iftltU SwT, CH 2 C \ 2 -NaHCO, "CWittiL^o ^Mfc^itMgSO, 
L , iSS U ML, * LTiffiy 'J * r**5i^n7h^ 7 -f - (£*ltt. 
5 %M e 0 H- N H , / 9 5 % C H , Cl 2 TMT& ) LT. #^lIH» ( 0 

. 3 9 gx JfetM 2%x MH" = 5 8 5. 1) t LTx 2 S<?>£14fe£#fco Zfrt><0 2 
ft«^ J l&&£\ c li i r a 1 AD*?A ££ffl-f * PLC (w*Ui , 1 5 % 1 P 
A/8 5%^*>/0. 2%DEATi§ai«) T'^ILT, (0. 10 

fS 1%) i LTffc^fc (4 0 0 a) feJCx70&^» (0. 1 0 g 
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, «1 1 %) t (4 0 0 b) (Mfei*2) 

[0 7 5 4 ] 

(h. it&fe (401) vymm.) 

[0 7 5 5] 

m 3 1 6 ] 




10 



400a 



±mxm G ^ b&tiib&to (4 0 0 a) (Ht£# 1) (0. 0 7 g , 0. 12mmoi 
) ^4MHCl/y^^t^ ( 3 m L) 3 R*H8ifc# L, ^ X\ 

SI 4 -Cftjffi LT, &&&&&&& (4 0 1) ( 0 . 0 6 g ^ J&$ 1 0 0 %) 
[0 7 5 6] 

(I. ib&tit ( 4 0 2 ) OSSSS) 
[0 7 5 7] 
3 1 7 ] 




*N' ^N" «f ^ 

H 

401 402 

±&xmnfrh®tzit-&& (4 0 1 ) (0. 0 5 7 g> O. 12mmol) ©CH, C 
I* (5mL) iii:, ^IT^T, HJJi*-*r3> (0. 0 2 6 g> 0. 2 0mmo 
I ) HX v ->T >$4 - v- r / 7 a- )V ( 0 . 0 1 9 g , 0 . 1 3 mm o i ) £5P*. 

/a '$hfrtzmw*. -mrnwi-. ;xv>t\ ch, ci, -NaHco s -c*stb 

3Ktt ( 0 . 053gvfit^70%vMH*-629. 3 ) t Lt\ (4 0 2 ) (ft 

1&#1) *&fc<, ±|ElflHJ3 JiCH fcSMR*>fil3t*C\ ffc-&fe (4 0 0 b) t£.st$-£T 
, ft£*fe ( 4 0 3) (ftttft 2) ( 0 . 0 5 9 g , fit* 7 9 %, M H + = 6 2 9 . 3 ) * 

[ 0 7 5 S ] 
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{it 3 1 8 ] 




403 

mw^Mmn 4 s ) 

<At%m (4 0 4 ) ) 
[0 7 5 9] 
[ft 3 1 9 ] 



Rft$Jfc0f 4 2 , X^F frhfttzil-Sm (371a) (Ht*& 1 ) (70mg, 0 . 1 
7mmo ! ) y 3 aiL Kj&WL* * LT h 9xf ? > 5 0 /( L £t!JX-£o 

vV^-N-^T/'f 3 h (45mg, 0 . 2 9mmoi) ££qx., 

^O&Ifc 8 5tt, 2 4MM#L£o d?>x^y-,v£\ «,ET£T\ MM 

^ <?) ^ HI ^ V '? * ^ )V ^ D ^ f ^ 7 7 ^ (£*UaU 5 ? / - JV-T>^ 

-7-^^oo^>*tfflt4) 4 7mg^^H^:^^ft:^ (4 0 4) ( 

FABMS M -1- 1 = 5 0 4 ) t'W^o 
[0 7 6 0] 

<*Jt«ll 7 9) 

<it&® (405) vrnm 

[0 7 6 1 ] 




371a 
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[^3 2 0] 




NC 



10 



404 



^7-vT;7t')> <5 3mg> 0, 45mmoi) ©lmL N, N-vjj»^JW* 
;visT ? 2Mrfb+ (1 8m g, 0. 4 5mmo !) OMA-tZo f£M 

ffl^TCT, 1 / 2 E$^» Lfcgfc, ±£SS&gifi1*3 4 8 frk&Mt&to (4 0 4 ) 
(Hftfcl) (4 0mg, 0. 0 8 m m o I ) £tH;L. 5 5tT, 4 

■**> K^»tT, 17. 6mg^>H£AW (4 0 5) FABMS M+l-5 

7 4. U 
[0 7 6 2] 
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it&m (6 4 9) (-x + >^^-v-, H|£#B) , MH + = 4 0 6. 1 7 8 9 
(p»MI5 5) 

[0 8 15] 

[^3 4 0] 




s 

R 

R=BOC 

(651 )(- iJWJt-.B) 
R= H 

(652; i+ if>f fr- A) 
(653) < r i»J*7-,6> 



MU^MliW 2 3 13 X 9 1 t tm^\ 3-/n*-8-?t?P7^h 

> i^m^m 5, 9 7 7, 1 2 8f, Hi^PJ 1 1 , Xff A . ( 1 9 9 9)) £K% 
N-BOCSNH* <650)fc<fcCF(651) frftfco HS^SSUi 1 9 

v X|i D i (3 ffc^igj <6 5 0) fcJcO 4 ' (6 5 1) KKfcZGT. 
+ ( 6 5 2) (-1-^+ - , Hfe&A ) teXU (6 5 3) + 

tfv-. H1'£#B) 
[0 8 1 63 

M(6 5 0) xB0C«#ft, [«] / 5 =i69. 6° (2. 5mg/2mL 
<0M eOH) 

fb-&W (6 5 1) , B0Clf#&, U] D 1 5 =- 9 0. 0° (3. 3mg/2mL 
<OU e 0 H) 



(259) 



JP 2005-515201 A 2005.5,25 



it&m (6 5 2) ( + c^f A) . M H -I- = 4 8 5 

ft£t> ( 6 5 3) (-x + >^v-, H1±ffB) v MK + -4 8 5 
(PI*Hfi5 6) 



(ISA) 
[0 8 17] 
[ft 3 4 1 ] 




664a 654 



f t£W (6 5 4 a) ( 2 0 2 g ; 0 . 7 * JU) ( J . Org. C h e m. 1 9 9 8, 6 
3, 4 4 5) frji*;-* (5L) fc^flgLfco i^&llt, 12N HC1 (80m 
L) *5jttFj&» < 1 8 0 g) £?JQx., ^€>«^£-^^L£<> i&i«]?>HC I fc^tffc 

1 L) "Cffi&LAo *Ofci££&l±T£T&6 0 0m! ff&ASU ^V>T\ 4 L<?)CH 
,C1, il. 3N*>NaOH*>l. 3 L i<^>M"C5t@£L>^o ^ofii^Mg S0< 

4) ( 1 S 4 g) *ftfc 0 
[0 8 18] 
(XgB) 
[0 8 19] 
[ft 3 4 2] 




654 65o 

i!iIgA^?)#^M (6 5 4) (1 5 g; 5 7. 9 8 mm o 1 ) J -JU ( 

£*Ui, 5%Pd/C (i^5 0%) 3, 7 5 g is J: 0^g£T ^i. 3 7. 69 g 

(5 7 9. 8 2 mmo !) ££tr) K&f&Ltzo ; t<?>mi$%9 7 k , 2. 5 BSffiKtofc ot, 
iMCL, sit, -»L.c 0 fcagj&U iftJBETUTj&iffit 

v ^UCy'^^^DVf^77.f- (cfcidU 9 5 : 5<7)^>'f-U> (ry^T 
t»L£) ^JTCKjjt ^y-JU*«ffl"S"*) W*tT, Sfel^i LT, 6, 15g» 
*6#£j£$tffc&!& (6 5 5 ) *#7to 

[0 8 2 0] 
(XgC) 

[0 8 2 1 3 

Eft 3 4 3 3 




ess <3S8 



h&Zit&to (6 5 5) (4. 7 9 g; 21. 37 mm o 1) t - 7'-^;V 

~ t- V )V (10. 31g; 3 2. 0 5 mm o i ) £ £ u C 1 2 ( 3 . 45g| 24. 



(260) 
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6 4mmo i) * tin *.*:<, Z<r>M&%i&&iBL$T*Uf>, -Bfc»#U fcffiTKT 
of^l^lN HC1 (3 0mL) K^5'JHtL, *v>T, NH^ OH 
^WU * LTft»^JV3 x 1 0 OmLtHfll L£<> *<0«WB*Na, SO 

x** (7 0:3 0) tftfflt^) U^ftT, ®#£&ft-ffc-&& (6 5 6) t'W 



> : mm 

[0 8 2 
<Xg 
[0 8 2 
[It 3 4 



2] 
D) 
33 
4] 



10 




R-BOC 
(687) (♦ if:**?-, A) 
{653} (- iftff?- , B) 

R = H 

(650) (+ xf>tf?-. A) 
(660) (- ifrtfT-.B) 



CI 

w 

k 

R = BOC 
(657.1 M+ U>?^->A5 
(656. U B) 

R = H 

(659.1 H+ ii>S=i7-,A) 
(660.1) Mt**?-,B5 




A ( 6 5 6) £R&S^T, M-BOCi 
feiff (6 5 8. 1 ) 3fcn"C, I 

ft (6 5 7) , 

(6 5 9) 
H1*#A) , 

j^t* 

[0 8 2 4 ] 

ft-frft ( 6 5 7 ) 
<OMeOH) 

it'tm ( 6 5 8) x BOC 
»M eOH) 

fb&ft (6 5 9) 

fb-fcft (6 6 0) 

f b^-ft (6 5 9. 



(657), (658) > (657. 1 ) 

n&iifl i 9 , xfiD i mm ca^-e, 

) 43 J; & (6 5 8 . 1 ) xt> 

^1£#A) , ( 6 5 9. 1 ) ( + x* 

* „ MtiftB ) is J: ( 6 6 0 . 1 ) f- 



BOCif^#:> 



U 



] o 



2 $ _ 



= +5 9,9° (3. 3mg/2mL 



fb-&ft (6 6 0. 



1 ) , (i^t^f^ 
1) , (-.X 



] D } 5 =-57. I s (3. 3mg/2mL 



v Mtt#A ) , MHt = 4 0 6 
, gfcMfcB) , MH + = 4 0 6 
-v-, *14*A) > MH + - 4 0 6 
v-, H1&&B} , MH + = 4 0 6 



V rBJ 7= 

[0 8 2 5] 



a^&USS 7) 



30 



40 



(261) 
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{it 3 4 5 ] 




10 

R=BOC 

(662) (+ ifefif r- , A> {663) (* x J >m- , A) 
(664) (- livM-. B) (665) (- ifyffr- , B) 

R - H 

{666) <+ if A) (66?) (+ irjftt- , A) 
(668) (- mm-, B) (669) (- rJtfflTr- , B) 

PS£|g»J2 3, feiff^^^iwg i i«t3fRU«t^;'C, ffci*rlg (6 6 l) frsss 

? *Tx N-BO C W# (6 6 2), (6 6 3 ). ( 6 6 4 ) 43 J: £F ( 6 6 5 ) 
0 ^l^T, Mft$Jt*l 1 9 ^?5^^Cfi^T\ i\L%m (6 6 2), (6 6 3), ( 6 6 4 
) &IX$ (6 6 5) *3ll*fcKl£3*T* jl^^:*^- ( 6 6 6) feJ:^ (6 6 7) ( 20 
+ ai7*y^^-^-, EttftA) i (6 6 8) (6 6 9 ) (-^t*^^^^-, £14 

*B ) o MK£;ttffl 2 3 , XftB -CBJfe L£i»St t «»?P? L*# 5tT\ v 'J * r ,«u 

^n7p/77^ rziiii, ^**-y iftfifJl' (8 0:2 0) fcftffll-fc) 
, C 5 * Jt ETC - 6 Jttt e Wfls L£„ 
[0 8 2 6] 

ffc-fr* (6 6 2) , Bocmmfe 

i\L&m ( 6 6 3) , BOCW#tt 

ft-fr* (6 6 4) , BOCif^# 

(6 6 5) x BOCfi# 

ffc-&* (6 6 6) i + mMth) , MH-l-= 3 7 2 so 

fb^rfc (6 6 7) (ix+>ft7-, Hf£#A) , MH + = 3 7 2 

ffr&ft (6 6 8) ( - Jif- -/^ * , £14#B ) , M H -I- =372 

it<km ( 6 6 9) (-x-J*>*-*-7-* MtiffB) , MH + =3 7 2 

(IB§g£flitf5 8) 
[ 0 8 2 7 3 



W 2005-515J01 A 2005. 5, ?6 



[ft 3 4 6 ] 




R 



ft 



10 



R-BOC 



(670) (* ztm*- . A) (671 ) (* mm- . a> 

(672) {- x#>#|*- . B) (673) {- xf>f S) 

(6?4) {+ if i»f*?- , A) {875} {+ If I**?-, A) 

(676) {- z»m- , Bi (677) (- if>f B) 



2 - *-,W r * * 2 - if A-f -5 r V- § * il&gffifti 2 3 43 Jt 
(?%.mm9 1 ^i^^raCfI^T\ *fc-&& (6 6 1) 1£.5&£*T, N-BOC» (6 
7 0 ), (6 7 1 ). (672)J3j:O r (673) ^4i 0 J&t> T\ 19, I 20 

f£D t mm C#5$T\ ffc-&W ( 6 7 0), ( 6 7 1 ) > ( 6 7 2 ) & J: O 5 ( 6 7 3 ) 1 
SU^K&S^T, ^t>f*v- ( 6 7 4 ) liJ:^ (6 7 5) (ix + >f*v-, £ 
14-1* A) i (6 7 6) fcJtf (6 7 7) 314ttB) t!f#£o MSI 

fcttffll 2 3 * XftB -CBit tit J: * K L"C , y'J^WD?^"? 7 ■< - ( - *Ui, ^ 

: M^^- (so:20) kjhk c s^jicfc- 6 4Uttr-jv+ 

[0 8 2 8] 

ft-&» (6 7 0) , BGCif#&, ( + ^+y^*-7^ A) 
ft&!& (6 7 1) , BOCf#^ (+xt^f*'7-, A) 

ffc-fr* (6 7 2) , BOCif^#> (-.x^f-*-*-, B) 30 
it&m (6 7 3) x BOCfl^ B) 
ffc-&» (6 7 4) , . (-1-^+ V&* , m*#A ) , M H + = 3 8 6 
fb£ft ( 6 7 5) , ( + xt>f.t7-, *tt#A) > MH + -386 
ffc-&ft ( 6 7 6), (- , ^t*#B ) , M H + = 3 8 6 
(6 7 7), (- ji+ > v~ , £fc#B ) , M H + = 3 8 6 
4 16-419) 



±S£H**ttfl! 5 4 sfr*f:>#fc3i£J>5: ( + ) J^^*^- (6 4 8) * fx ^ (-) ^ + 
> f *v - (6 4 9) *CH, CI, fcigfg U *j iSi-* V ~> 7 * - f- f'M L , * L 
T^It\ L fcc & 1 , v- V * 4* )W 1 * D ^ f- 7 y 7 -C - $ 7Z 50 



[0 8 2 9] 
[ft 3 4 7 ] 




40 



R 



■563) 
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[ 0 8 3 0] 
[ft 3 4 S - 1 ] 













416 




■7" 


673 


Mp= 162,2-165,<TC 
{«Jo 29 =+93.2* {3mg/ 
2 mL WteOH) 


417 


H 




670 


Mp = 158.1-ie4.5°C 
[<xl & 25 = -81 .2^(2-6 m^' 
2 mL MeOH) 



10 



[0 8 3 1 ] 
[ft 3 4 S - 2 ] 



418 


XlA 


4 


680 


Mp = 161 .B-164£*C 
WH+ = 559.1787 


419 


— M \i 
H 




881 


Mp= 157 .7-161. 7°C 



mnn4 z o * jttM 2 n 

[0 8 3 2] 

f'fb 3 4 9 ] 

/ 



ffc^fe) {652) 
(653) 



/ 



30 



Br 
— *■ 



% fV' 0 Br "y^'i Y\'~ 0 

0 o 



±SdHI?*liPJ 5 5 7&>£#fc®£Jfr < + ) i+y-^^v- (6 5 2) ffcf* (-) it 
y^v- (6 5 3) tCH 2 Cl 2 K^mi, W&T&J V>7^ N^ftlU * t 

[0 8 3 3] 



(254) jp 2005- 515201 A 2005.5.25 

[ft 3 5 0 - 1 ] 



a? s 





R 








420 




+ 


662 


Mp= 168.ft-l72.3'C 


421 


"OA 

H 




663 


Mp = 172.5-177.7X 


421.1 


"""OA 

H 


"T 


6&3.1 


Mp = 157.1-160.5°C 
(dec) 



10 



[0 8 3 4 ] 
[ft 3 5 0 - 2 ] 













421.2 


* J. X 

B e 


4- 


683.2 


Mp = 223.6-229.1°C 
(dec) 



<HJ§^J4 1 6 fc^CM 1 9) 
[0 8 3 5] 
[ft 3 5 1] 




30 



±umw±^mm5 6frt>®tzM$j&ftis-& (559) <+> ^y^*-?-, <6 6 0 

) (-) .xj-;/^* fc« (6 5 9 A) ( + ) ^+>fiv-t'CH 2 C i ? K^ff? 
U ^n.f;yT^-FtMU *l.T££T\ -%Si#Lfco 

&*g& L T , T <h % 1 0 <D%ie>iK £ & * # : 
[0 8 3 6] 



(265) 
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[ft 3 5 2] 



H 10 













422 


H 


+ 


684 


Mp = l55.e-165.1'G 


423 


""O-A 




685 


Mp= -154.2-1 64,8°C 


492 


"xu. 


* 


806 


Mp-15?.Me0.5 3 C 
MH* = 689 



<«f?!)4 2 4 J3 JCM 2 5) 
[0 8 3 7] 
[ft 3 5 3] 




±fiiW«!^JSiffl 5 7^£#;fc®£Jfr ( + ) (6 6 6) f-) it 

(6 6 8 J *CH 3 C i e fc* «K ^t^vfv->7i- ftftlU *LT 

[0 8 3 8] 
[ft: 3 5 4 ] 



& 11 













424 


€L X 

K 




686 


Mp = 166-170°C 
[ojo 25 * +106.8° 
(1.45mg/2mL 
MeOH) 


425 


*'Ua 




687 


Mp = 170-17^C 
[a) D 23 = -9r (2.78 
mg/ 2 mL fvteOH) 



(*^F!i4 2643jtCM27) 
[0 8 3 9] 



■356) 



IP 2005-515201 A 2005.5.26 




±fcmU%t&W5 8frh&t:M9i& ( + ) i+ y + (6 7 4 ) $.tzi$ (-) 

(6 7 6) iCHj c i ? n i «9 , *f.i&t& -f v ->r * - n -efts u -c- L-T 

[0 8 4 0] 
[ft 3 5 6] 





R 








426 






688 


Mp=150-153°C 


427 






609 


Mp« 154-159°C 



[0 8 4 1 ] 
[It 3 5 7 ] 



(66?) 



30 




40 



(6 6 7) ifcli f-> Jt + 
yf-^-v- (6 6 9) tCH, CI, fci I), ^ti'fVJ/Tjf- FTIIL, L"C 

[0 8 4 2] 



(267) 
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[it 3 5 8 - 1 ] 





R 








428 


Si 5 


attft 1 


690 




[ 0 8 4 3] 
[ft 3 5 8 - 2 ] 


429 


*Xx .i 

H 


2 


691 


MH*= 516 



10 



(*M4 3 0 J3 ±& 4 3 1) 
[ 0 8 4 4 ] 
[ft 3 5 9 ] 



1t**J (675) 
1fc£& (677) 




±S£IHSI^Si^l 5 S ( + ) (6 7 5) (-) ju + 

>**^- (6 7 7) *CH, C I , Hi 1), Vv'T^- FTj&aU *LT » 

[0 8 4 5] 
[f t 3 6 0 ] 













430 




HfcH* 1 


692 


MH*«530 


431 






633 


MH'= 530 



40 



(assist* s e ) 

(A mt&tfo (6 9 6 a), (6 9 6 b) is J: C^B Sffc-&$ f 6 9 7 a ) , f 6 9 7 

b) ) 

[0 8 4 6] 



(268) 
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[ft 3 6 1 ] 
AH 




C 




( ,N 



G 



Y 

H 



I 

H 



697a 



H 

G97b 



10 



(ISA : ffc-frfc ( 6 9 4 a ) is J: 0 s ( 6 9 5 a ) e>mW 
[0 8 4 7] 
lit 3 6 2 ] 




boc eoc 



2 - > f-JM 7 V*- * ( 1 . 8 0 g v 2 1. 9 7 mm o 1 ) DM F (4 OmL 

) Wife, NaH (5. 3g, 21, 9 7mmoi) teXlfm^mn* , « 

XfSE ^ (27) ( 4 . Og, 7 . 3 3 mm o 1) * iDAA o # ^-/cM 

* , i u * t t^»3 i raft t „ ji^t , EtOAc-NaHC 

lilt, &&-&it&®i$X&-£&-&it&®v>&4!r%&&£e atih<?Xt&m*, 
fc, >''j*^^7A^D7^"77 f - (ZtLtt* 2%Me 0H/NH 3 /9 8%CH 
2 C 1 2 Tf«tB-r*J fctcffSLT, &TfrHfc :&#A*Hfr&-& (6 9 4 ) (0, 
4 5 0 g ) (MH : -533)*Jt tPA3Hfc£Hl (6 9 4 ) t B SHfc^ft (695) f 2 
. 5 5 g) £<3j|£>ft (MH* = 5 3 5) <> 
[0 8 4 8] 

ft&ft ( 6 9 4 ) 4=3 J: & (6 9 5 ) *ftHP L C (£*Ui v 15%IPA/8 5%a 50 



(259) 
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B mt&m (6 9 5 a) (*14# 1 ; 0 . 5 8 g, M H + = 535. 4 ) 43 Jt A Sfb-g- 
( 6 9 4 a) (H'Kte 1 ; 0 . 61g, MH* =5 3 3 ) is J: CMt&& (6 9 4 b) ^ 

(6 9 5 b) b<om&& m<kit2%.&m ; o. 8 4 g> 0 

[0 8 4 9] 

dSB : it-^m (6 9 6 b) &k'(f (6 9 7 b) <7>p 
[0 8 5 0] 
[ft 3 6 3] 




VVC! 



'694b)/{696b) 



0 

H 

696b 



c 



697ft 



4N HC 1 (4 OmL) *^±ffilg A ^#£fb£i! (6 9 4 b/6 

9 5b) (0. 8g, 1. 5mmol)«i^ lit, 3 6#ra8t#U ^LT^i 

(i*Lli, 15%IPA/8 5%M*>/0. 2%DEA^}§dlT^ ^^JjfiR, 
T> tt*Mb-£l& (6 9 6 b) AS (*ttfr2 ; 0. 2 9 g) #3 * tf*6*Mk£4& (6 9 7 b 
) BiH (H1£#2, 0. 19gJ 

[0 8 5 1 ] 

(ISC : ft-frft ( 6 9 6 a ) X (f l 6 9 7 a 1 nmU) 
[0 8 5 2] 
[ft 3 6 4 ] 



\ CH 3 



r 



o 



i 

H 



696a 

±ie^'i4* 2 t mm c^-e, 4 w hci /v***-* >^nsu, ft-a-® 

( 6 9 4 a ) & <t 0 s ( 6 9 5 a ) (ttfr*14tt 1 ) KMft.%t LT> N - H 

(6 9 6 a) AS (fittft 1) & J: f 6 9 7 a > B M f £1SHfc 1 ) *S/\, 
[0 8 5 3] ' 
(*M4 3 2 - 4 3 7) 

&%mi 3timnm^v, it&m (6 9 6 a) (ne#i) w^do* w 



[0 8 5 4 ] 



(270) 
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{it 3 6 5] 




<M l 3 : 2 - * * >v y d t: ;m 5 ^ * - 5 - tt&«^ ? Rr |^^!M:|) 

[0 8 5 5] 
[ft 3 6 6 - 1 ] 





R 






432 




693 





[0 8 5 6] 
[ft 3 6 6 - 2] 



433 




699 


MH+=577.1 


434 


Yi ' 


700 


MH+=570,1 


435 




701 


MH+=535.1 


436 




702 




437 


OA 

H 


703 


MK*=558,1 



<«f?!l4 3 8- 4 4 2) 

1 3 i' i* [ef IMf .^T , M (6 9 7 a) 1 ) ^«4^nn * )V * 

°[0 8 5 7] 



(271) 
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Ut 3 6 7 ] 



CH 3 



o 



i 



(Si 4 ; 2 - ^f )i/'/Dt' ;v -f ^ ^ - 5 - K 
[0 8 5 8] 
[*f b 3 6 8 — 1 J 





R 








l 


704 


MH*=521.1 


439 


NC Y"**i i 

H 


705 


MH+=57&1 


: 0 8 5 9 ] 
[-ft 3 6 S - 2 ] 


440 


Vi i, 

H 


705 




441 


C 'T\ i 

11 


70? 


MH+*587,1 


442 


II 


70S 


MH+=560-1 



<fls£"ft (711a) > (711b). ( 7 l 2 a ) #3 J: tf ( 7 l 2 b ) ) 

(-L8A : (7 0 9 a), (7 0 9 b), ( 7 1 0 a ) & J: 0 s ( 7 1 0 b ) <f> 



[0 8 6 0] 



Q?2y 
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4, 5-v*f-:W yv-fr (]. 0 8g, 1 l. 25mmo !) ^DMF (3 
5mL) NaH (0. 2 7 g, 11. 2mmol) t'Mx., <?-LT 

10^I#L, i^^T, ^S^*^f!)4, I|£E^M#^l/^ (2 7) (4. Og, 7 
. 3 2m mo 1 ) *SH>t£o f#%tt£it«. -«Lf: c C<Ot»> 4. a> 

5 - v> *-,W ?^V-^ (0. 3 5 g , 3 . 6 5 mm o 1 ) J3 Jt N a H ( 0 . 0 8 8 
^ 3. 67mmol) <ODMF (5mL) 'Mi&%M?Lfto #£>ftra£?gt£, 8 0-90 
t?t\ 4B#lt)0#L, ^v»-Cx ij&St^L, E tOAc-H, OTfflfcbLfc 

o ft z^y -i y?$t®i, n a 2 so, x-&& u sau w;i 4 x~m 

ffi U * Ltv' 'J A y;^7A 7-f - CdftfclU 50 %E tO Ac/50% 

^t>-5%MeOH/CH, C l a Tigtfit&) TfltftLT. (7 0 9 

) .\&&±Wt&m (7 1 0) BSeoift^fc ( 1 . 2g, MH* = 5 4 7. 3> frflfc. 
£*.£«9&&85£, chi ra I AD*7A«:fisn^JRHPLC («-Hi±, 15% 
PA/85%^fV0, 2%DEAT"i#d}-f &) « feKlflffitT, 4U<?>m*<7>1t 
■M$*'&mL?z : 40 

ft-fr® ( 7 0 9 a) 5fSM* KAS(0. 29 1 MH* = 5 4 7 . 3), f 
7 10a) Mttft K B3 < 0 . 3 0 5 g , MH + = 5 4 9. 3 ) & J: CP 

ft-fr® ( 7 0 9 b) H«2 , AM (0. 2 8 0 g, MH* = 5 4 7. 3) , f 
7 10b) m*#2 , Bi (0. 2 g , MH* = 5 4 9 . 3 ) 

(XUB :ikfrm (7 lla). (71 lb) * (7 l 2 a) fcjtf (7 I 2 b) <r> 

mm 

[0 8 6 1 ] 
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[it 3 7 0 ] 



A 





7103 



71 1a 



10 



fb£® (710a) , ^ftte 1 BS (0. 2 4 5 g> 0. 45mmo I) «4N H 
C 1 (2mL) «£\ SSLt\ 3B*W«#U 

Lt\ it$m (7 11a) H1'£#1> BM^.^ (0. 18 4g,»98%) (MH* 
= 4 5 5, 1) &®ti 9 
[0 8 6 2] 

ffc-frtt (7llb) , (H1£&2 ; BS) : (7 12 a) (MH£l ; AS) jsj:^ f 
7 12b) (*tt#2 I AM) ti\ £T\ ISIgBKT, fk-^ (711a) Hf*#U 

[0 8 6 3] 
(7 11b) (0. 0 8 5 g, (i*7 5%) 
(712a) (0. 1 4 1 JR$7 5%) 
(712b) (0. 1 0 6 Jte$5 9 %) 
(*Hi0l)4 4 3 - 4 4 7) 
**Wl 3Tiaa&Lfc¥JRft:ftoT, -ffc-^fc (711a)45Jttf(711b) tJS^J* 

[0 8 6 4 ] 
[ft 3 7 1 ] 



(515:4, 5 - * -1- )v- 7-u v n>4 $ v:/- )v— 5 ? VB-B&mM 
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( 0 . lOg, 6*62%>M- 5 8 8. 2 ) 
[0 9 2 63 

(Sl«^J 6 2 ) 

(I8A : lN-{ ert/K-/A A- - 3 ( R ) is i: (f 3 ( S ) 
4 3 jp- l - ^ )V) j & )V) \£ u >} v y ) 

[ 0 9 2 7] 
[fb 4 0 4 ] 



- ( 1 H - 



30 



9 



Boo 



T 

Bee 



OP* 



7 

Bee 



(S) 



40 



3 (R) - ( 3 ? fefn (J, Med. Cliem. 19 

90, 33, 77-77) (0, 9 9 3 g, 3. 56 mm o 1 e ) £ttD MF (25m 
L) K$fRU Mj 7A^f 5 (0. 6g, lOmmole) fciflxc,, ™ 



(291) 
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«fb^fel ( 1. 1409g. 100%) frfcfco 

[0 9 2 8] 
[ft 4 0 4 A ] 

ESMS: FABMS (M+1) = 252; S H (CDCfe} 1.45 (s, SH). 1.5-1.7 <m, 1H) t 1.0 - 
2.1 (m, 1 H), 2.5-2.7 (m, 1 H), 3.0-3,2 (m, 1 H), 3-3- 3.6 {eh, 2H>, 3.9 (dd, 2H). 6.9 (s, 
1H),7.1{S, 1H}, 7,45 (s T 1H) 

M<?>#^T. 3 ( S ) - ( 3 - * 9 y 7, )V* i^f tf a >) i> > t0. 9 9 3 g 
v 3. 5 6mmo ! e) (S) SM44*£9ll».U ^Sfb&4& f 1. 1 4 0 9 g, 10 
0%) *f#fc 0 
[ 0 9 2 9] 

<I*1B : 3 (R) is J: CP 3 (S) - (. 1 H - -f ^ ¥\f— )V- 1 - f )l) ^f^t'D 

[0 9 3 0] 
lit 4 0 5 3 



a u — - o 

. V W -2HCI 

(7603) 




(7Q0b) 

X£A4>£>&£MMfc£1fe (0. 4 8g 4 1. 9 1 mm o 1 e ) i 1 0 

m L) tp<D 4 N H C i 4 s CT , 2 B*HI»# U T\ is'M^lt I *Cjfc& £ « . SJi 

[0 9 3 1 3 

ii^ttAt, (S) L£<> 
[0 9 3 23 

(9fc$Pj4 7 7) 

(ffc-» (7 7 1) coTO 

(ISA : il-^m (7 6 9) <dK*L) 

[0 9 3 3] 
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[t4 0 6] 



oet 




o 



N 

o=-s=o 



\_ 

6 

o=s=o 



10 



(20) 



(769) 



p»M3 , MB 89 (2 0) (4. 86g, 9. 94mmol)<??E 

t OH (lOOmL) Jft#£a*Kv IN L i OH (8 Oral) £zHI.*-£o #*> 
atfcSSMr, £flT\ -Bft»U ^-LT|£«ll^^l, li^T, CH 2 CI, 
#8? L£o 3fcV>T\ £ v IN HC IT, bH=5, 5 ~ 7 M® I. fc 0 T* 

S A*fc ( 4 . 8 6 g k W 1 00%, M+L i = 4 6 7. 1 ) 
[0 9 3 4 ] 

(igB : (7 7 1) 

[0 9 3 5] 
[■ft 4 0 7] 



.OH 



Of 




o 0 



N" 
C=S=0 



0=5=0 
CM 3 



30 



±tBX|£A#-&ft£fl:£-Hl (7 6 9 ) (0. 3 8g, 0. 8 4 mm o D <DDMP (1 
OmL) «#59*U, i|Ti:t, H&£ftff!)6 2*6ff)Hfc-&» (7 7 0) ( 

0 . 3 6 3 g, 1 . 0 9 mm o ! ) , V* h U TV*— ^ - N - * * V I- 'J * f v * ^ 
-7;;) t^*^7^^4f7)^B*A7i-F (0. 44 g, 1. Olmmoi) 
i^^'E t 3 N (0. 5mL. 3. 36mmol) *flB£& 0 £i£t\ 40 

-#ift#U *LT£JS&tf£ST*3&U *nT, CH, CI, -1 0%^>^TtffltU 
Li 8 ^T, £fc^fc£«!l#fefqNa HCO s , '/yOtiiL, MgSO ( T*f£ 
III, fgMfcl^ ^itfts U ^Uynf)V*7A^D7f^77^ <£ft 
\U 3%MeOH-NH s /CH 2 C 1, X»?BBtfr&) TgULT, i&££@^S& <0. 
12g, M- 5 9 4. 2) £#fco 
[0 9 3 6] 

<S3S?^lfc09 6 3) 
Mt-fr* ( 7 7 2) ) 

(ISA : IN- t e r t-7h*5' it.fr#~fr- 4 - K n * >" - 1* ^ 7 v >) 
[0 9 3 7] 50 
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[it 4 0 8] 



OH 



o 



OH 



4-tK0^y-t^ 1 J-/y (2g, 19. 7 8mmole) & £1? h >) ^ )ir * y 
( 4 . 1 6 m L 2 9. 6 7 mm o I e) OCH» C l 4 (20mL) iSffcC , V - t e 
rt-/f)V-/*-t^-h (5. I8gs 2 3. 7 2mmole) % 
T\ 1 6B#Mm^Lfco £<9ig7!fc*CH, C I* "C^U 7XT*» U «L (MgS 

o, ) , ?sau ^iTii^t, ^sft-e-g) (3. 9 5 g, 99%) fab 

MS (M + 1 ) = 2 0 2o 



±151*1 A fc^fc gSUfc-fr® ( 3 . 5 g , 17. 39mmo I e) feiUFVxf 
T^V f 4 . 8 5 m L , 3 4. 7 9 mm o ! e ) £ C H £ CI, f 3 0 m L ) K&JSU 
^>^-£«\ IITCT, O'er, *fc#tfco ? (1. 6 2mLs 

2 0. 8 8mmo ! e) tiff Ax *<*>i§ifc*, Hg?x 2B#W*a#L;fco «-<Oi6ift*CH 
» C 1 2 tftU ^LtfflRfilt h U §£'J£l (Mg SO* ) 

, iftiftU *LT8l*MKia* -CSHaS-e-C, g»fb£*J (4. 6 8g, 9 6. 4 %) 

E SMS : m/ z = 2 8 0 (MH* ) o 
[0 9 4 0] 

(Xm. C : 1 N - t e r t - -f f * v £ )V - 4 - ( 1 H - -f 5 ^ * - 1 - 

^ AO - fcf^V yy) 
[0 9 4 1 ] 
lit 4 1 0] 



X^IB^%#^^m-ft&^ (4. Og, 14. 3 2mmo 1 e) WDMF ( 1 2 0 m L 
) ^l#a^TI^Tx N a H (0. 52 21. 6 6mmo 1 e) i?J:OM 5 

>V (1. 4 6 g, 2 1. 47mmoie) CDDMF ( 2 0 mL) M^t)Px£o * 

(ZKli, mm&tlT, 3% (* ? ;^^<r> l 0%fiNH, OH) -CH, C 1 
, £M"t&) fcvHtT, ^MAt^m (0. 94g. 26%) *4»Jto 
[0 9 4 2] 
[it 4 1 OA] 



[ 0 9 3 S ] 



[0 9 3 93 
[fU0 9] 





FABMS = 252; Oh (CDCb ) 1 .4 



(s, 9H) S 1.6-1.8 (m, 2H», 2.0 (dd, 2H). 2.8 (tit, 2H), 4.05 (m, 1H), 4.2 m. 2H), 6.S (s. 
1H) f 7.0 (S.1H), 7.65 (sJH). 



(isd : 4 - ( 1 h - ^ 5 r v- jv- 1 - r no - 1* ^ >? v » 

[0 9 4 3] 
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[it A 1 1] 

Boc H / — M | 



*2HCt 

IfIC^£>H£^M£il (0. 2 Ig, 0. 8 3 6mm o ! e) (5 
m L) $ <?> 4 N H C 1 4 s fs 2 m# t , &&Wt% i -<^§£ $ -£T , ^J3Hb 

■£ft (7 7 2) £# , £ *, * x C ^Hit^b gift t A ? 7" U V y-f & CO K&m I. A 0 
[0 9 4 4 ] 

<£8fcfli4 7 8) 
Mt-frfc ( 7 7 3) 
[0 9 4 5] 




HN 
r 



o=s=o 

CH 3 



(758) 



4 7 5 »I8Di}» bfttiit-Sto (7 5 8) ( 0 . 2 g , 0 . 4 6 m m o 1 ) *> C 
H» C I, (5mL) «*N£?fc£. 8|TKT, §g&^$P!i6 3, IgD*-f># 

(7 7 2) ( 0 . 1 9 g , 0 . 5 5 mm 0 i ) % ^ Y l ) T V- JU - N - * 3- 
v - I- 9 * - ( >7 / ) *x*^aaH7JI'jI'D*;7i-1> CO. 2 5 g 
. 0 . 5 5 mm o 1 ) & J: tfE t , N ( 0 . 3mL, 1 . 8 5 m m o 1 ) fciP*.*;© fcfc 
*t -«#U f Itf^lftliL, SE^T, CH, CI, - 

^ J- 7 -f - ( i Jtii, 3 % M e 0 H - N H 3 / C H ? C 1 2 ^fflf * ) LT 
. 6feS^ ( 7 7 3 ) ( 0 . 0 1 3 g,R*5%, M= 5 6 6. 2 ) frf§fc«> 
[0 9 4 6] 

<^&0J4 7 9) 

tffc^fe ( 7 7 4 - 7 7 7) OSS) 
[0 9 4 73 
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[it 4 13] 



{774) ( i^m- 1).(M+1 =5B4t 

(775) ( if ft- 2) <M-1 = 584) 

R=H 

(776) ( ift*|7- 1) 

(777) { 2) 

^ f y [%.WtW% 5 . 9 7 7, 1 2 3-1, 1MSA, ( 1 9 9 9 ))* 

RI&5*"C, N-BOCW (7 7 4 ) is Jt CK (7 7 5 ) *v>T\ gg&Ugktt 

1 9, XSDt*W69t:rat»^ ft** (7 7 4 ) £J:tf (7 7 5 ) *Kfi&*«* 
ji+^M'v- (7 7 6) i5 J:?/ (7 7 7 ) 
[0 9 4 8] 

(*t6«4 8 0) 

( 7 7 8 ) & <fc CM 7 7 9 ) <OWft) 
(4 2 0) JJjti? (4 2 1) t frMMKm DKT, it-km ( 7 7 8) *5 Jc ( 
7 7 9 ) &m$£-LfCo 
[0 9 4 9] 




•596) 
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lit A 1 4] 




R R 10 





R= 






778 


^\ 

<> 


l 












CN 






779 


--r 

HN 

<> 


2 


628 



j77BY. 'H-NMR (Vatians 400 MHz, CDCl 3 , ppm): 5=8.564 (1H, d. J=2 Hz), 7.704 (1H, 
d, J=*2 Hz), 7.624 (1 H, <3, J=2 H2), 7.51-7.37 (5H. I)i>, 7,305 (1 H, s), 7-267 (1 H, ©), 
6.870 (1H. $), 6.867 <1H, s), 6.579 <1H,S), 5.282 (1H, d, J*16 Hz), 5.031 J1H, d, J=17 
Hz), 4.576 {1 H, s), 3.176 (4H, br ddd , J=6, 14 and 58 Hz), 2.485 (3K, a), 1 .950 f4H, 
i.i dd, J=6 and Q Hz); MS (m/e) 630 {M+H), 340, 327, 283, 263, 24$; HRMS (Jeol MS- 
HX1 1 0A) SUMS C31 H27BrC!N7Q 628, 1227 (M*1 ).§£SI!te 628.1 229. 



[0 9 



0!) 4 8 1 ) 

*M78-0)*Jj:tM781) OIBft) 
7 0 ffrfrft (7 8 0) fcJtf (781) $rH»Lfc<> 

5 0] 



30 
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{it A 1 5 3 






R= 


-i-i- V— 


FABMS(M+1) 


?80 


o=s=o 

i 


1 


%2 


781 


I 


■ » 


562 



(igA : it&m ( 7 8 2) ) 
[0 9 5 1 ] 
[ft 4 1 6] 




30 



368 732 



gft&^&fti 4 2 , IgC (3 6 8) ( 2 . 3 4 g , 5 . 2 9 mm o I ) 

£\ 0 *CT\ CH, CI, (2 5 m L) CiiLfco PPh, (1. 6 6 g , 6. 34m 
mo 1) &jrCK'NBS (1. 0 3g, 5. 8 2mmo I) 90^ *4>J£I& 

HCH, C 1 , (2 0mL) "e**U SWNaHCO, > 7*v-f U *LT 

MgSO, -CKJSLfco f^MSS^y'^ (4 : 1^**>/E tOA « 

c-2 : 1) ^iftSLT, jSt^a^fei LT, 1. 8 gWft-frft (7 8 2) M 
S M+ 1 5 0 4 o 

[0 9 5 2] 

<x$gB : il-^m ( 7 8 3) ) 

[0 9 5 3] 



JP 2005-515201 A 2005.5,26 



[it A 1 7 3 




5-3 - F-lN-^'fiK^V-Jv f 4 5 5 m g , 2 . 18 mm o I) £\ 
, THF ClOmLJ UiSfflfc, EtMgBr (2. 4mL, THF^tl, 0 M) * 

mrttzo 3 0^, *<r>%.&m&m*:QX:.i -?fr*PLA« >%^v, cucn fi ?5m 

g, 1. 9 6 mm o 1) is J: 0 s L i C 1 (166mg, 3. 9mmol)010mL T 

h f mt * sax. fz o i o s-ft* ±gig a & h& tik&m < 7 s 2 ) < 9 s 9 m % , 1 . 

9 6 mm o K lOmL T H F +) Srjp^. fc Q * £-«B&Jft# L fc<> » N H 4 
«£E t OA c HJAfflLfco ^©fllt'NaHCOj 0 s ^ 9 >"C*Htb 

l > ^ * */ $ a -efle* l v titiL, LT-f > tr#T3Ri& ?t-to #f> n tz 

^v'^r)^07^77-f- (iHlix 1 : l^A^t>/EtOAct:^v»T\ 

10 : IOCH, C i 2 /MeOHMt^) fcWC, 3 3 0 m g ?)£jS£lftfe&ff 
fco MS M+ 1 = 5 0 6o ^i+mv-H^AD^AmLt 

[ 0 9 5 4 ] 

(£ttWU 8 2) 

(It-fr* ( 7 8 4 ) OMSE) 
[0 9 5 5] 
[ft 4 1 S3 



±aePSS^affll 6 4 , XiflB i^ft/s-rt'fr* (78 3) ( 4 0 m g) C H 

iCl, ( 5 m L ) U SE^T\ T F A ( 0 . 5 m L) *iB^*« 2 tflU^ 4 > 

tftft^&fcjiMS H. <£ IT PhCH, t £k 2 mWM He, 2c<^t\ -^oMi^ 
iCH, CI, (4mL) MS? I > -tOfcifc:^ P Htt «t »? SltiE- Wi?, Et 3 
N £lT t &o * V">7^R4 - v7y'7i» A' ( 1 4 m g ) £ SflX-^o 5 vI<OS 

C/i— J- ( 1 0 : 1 <0 C H 2 C 1 j /Me OH) fctfffl LTfiNKLT, SfeBl^fei: t 

2 3 ing« (7 8 4 ) MS M+ 1 5 5 0 a 

[0 9 5 63 

(*»J (4 8 3) ) 




rS 




784 
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at&m (7 8 5) <?mm 

[0 9 5 7] 
[it A 1 9 3 




785 



5 - a - K- 1 N - s T JM X ?:f- )i £ 4 - b - K- l - h >} -f & i \ y ,itS 
IftU, SBlR*S&fll6 4 #3 £0^1*8 4 8 2 t *H6iJl-P0 iMi-lot, (7 
8 5) *m&l£e 
[0 9 5 8] 

<^b«4 8 4 ) 

» ( 7 8 6) ii J: (7 8 7) 
[0 9 5 93 
Ht4 2 0] 




736 787 



* f y ( 9 ) & i: (1 0 ) *mU£MM 2 , IiD^^#f^F7 (15) & J: 0* ( 

1 6) Ttt^^x.T, w.*s&PJ7 t* r m^m\:^mK'&^x . it&m n s e> 

CF (7 8 7) £H§!Lfc 0 
[0 9 6 0] 

(7 8 6) MH* =4 9 7 ; [ a ]/ 5 =+15. 3 : 
ft&fc (7 8 7) M H + =4 9 7 ; [a ] D 2 s = - 1 3 . 4 o 
[0 9 6 1 ] 

(*|&Pj4 8 5) 

(€« ( 7 8 8) v>mm 

[0 9 6 23 



(300) 
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[-ft 4 2 1] 





ffc-Sfc (28 1 ) Ht&fe (3 6 5) tfl^, ^LTl-^f^f? 2 
-tFo + yjif ;v -i .= ^ v v - ;v -eg § & £ z. t LWit , 3 3 . Iff E ~ H 

txnm-mc^mKfcoT* it&& <7sa> 4rnsifc 0 

[0 9 6 3] 
[it 4 2 2] 

|Z88):'H-NMR (Variant 40G MHz, CDCI a , ppm): S=S.5(1H.dd), 7.34 (1H,S>, 7.59 (1H, 
d), 7.4 {2H, m), 7.25 (2H. w), 7.04 <1H, s), 6.9 {1H. 9), 6.6 (1H. S), 5.37 (2H T <W), 4-8 
(2H, ckTt. 4.6 MM, s), 3.2 (5H, br sj. 2.0 (2H, br a), 1 9 (2H. br s), 1 .4 {9H, s). 



(fi»M 6 5 ) 

(IgA : -fb-^ (7 8 9) ) 
[ 0 9 6 4 ] 
[it 4 2 3] 



T * =r - ;i/ ( 3 . 8g, 8 . 6 mm o ! ) OC H 2 C 1 2 (lOOraL) iUmK-, ffi* 
Tfc"t\ MnO, (4 0 g) £ijPX.£o f#£>ft£»£\ 4 BSfUft#Lfc 0 ^ 

X\ iiiH.t||xf,l (5 OOmL) -t?n (Ce I 

i t e) 0V*-y K^&&Lfc* ^©IS^iilT, (4. (1 g, M H * 4 4 0 

. 1 > *<OffiSSt&®#. HPLC (Cfttf* 20%IPA/80%^^V0 

. 2 %D E A t i^t* 7 )V A D * 7 A ^ tffl t ^> ) CiD, ■£0>$t$^14ffel- #H t 
K 8 10mg; M14# 2 , S 0 6 m g ) o 

[0 9 6 5] 

(igB : ik&fy (7 9 o) ) 

[0 9 6 6] 




(301) 
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lit A 2 4] 




(31 2mg, 1 . 5 mm o U M%&k&W 6 
4 gOIHB ) & M^. L jfc < 5 * ^ 'J - Y - )V<omfBt fc , (7 9 1 ) ( 

3 8 0 m g v 0 . 86mmol)OCH, CI, ( 1 0 m L) ftift SfiTHft 

1 0%M c- OH) V%mtX, n&m$® (2 0 7mg, t?s£4 6%, MH* = 5 2 2. 
1) tLTs *-0£tt%fr#£ o ^•C, iil6©v77tH^-S', HPLC (ift 
tit, 2 0%I?A/8 0%A^t>/0. 2%DEA?i£fcb*&*5fl'AD*5A*ttfll 

.[0 9 6-7] 

(M c : it&m (79D ) 



( 7 9 0) ( 2 0 0 m g > 0 , 3 8 mm o i ) «THFit ( 5 m L) U , ^jE^ D 
PP A (2 1 Omg, 0. 7 6mmo 1 ) £J||JjU S^T, DBU (1 2 0mg> 0. 7 
6m mo 1) ^-»^»-«#U ftK^A- (3 0 m L) 

M%MB2^^o <tv>&m%ti: frtyTLC (0. 2%NH, t^KCH, C 1 2 1 0 
%M eOH) TfiS? lt\ Mt? (7 9 1 ) ( 1 0 2, 8 m g , M H + 5 4 7 . 1 ) *# 
£<, m|£fliC (7 9 0) ( 5 Smg) 1>i fcBJRlfco (7 9 1) «y7Afki"7-i- 
* v H> A D * v A Tt>S L A o 
[0 9 6 9] 

(*»J4 8 6) 

(ft-^ft ( 7 9 2) (DM^) 



(0 9 6 8) 
[ft 4 2 5] 




[0 9 7 0] 
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lit 4 2 63 




■a 



(791) (ISfflg, 0 . 0 9 mm o ! ) ^SliTH F Mt f 3 m L ) K , 
P P h 3 f 3 2 m g , 0 . 1 2 m m o 1 ) SrJHx £<> L fcSu £0>£f&iI-&® £ 

$£MU fOliSft^^TLC (0. 2%NH, t*tCH, C U ^10%MeO 
H) ^mi-X, &&mm (2 4. 3mg) frftfc* i^fifeBWTHF 
/ H * 0 ( 5 m L / 0 . 5 m I J K M«§? L , t , 5: TziQS* 

. HT«ll/co f«l^f^TLC (0. 2%NH S i*cCH, CI* *<?>5 
%M eOH) fffiStT, %&m&& (792) (8, 3mg, M H * 5 2 1. 1 ) 

[0 9 7 1] 

(«f?!}4 8 7) 



£JIPl4 8 2-?BBaLA^JS£Bl*ra£¥JRfcmo-?\ (7 9 0) (7 

9 3) i:tiU^ MSM'" 1 5 6 6. U 
[0 9 7 3] 

(«0!j4 8 8) 
tffcg^ ( 7 9 4 ) <9Rtt) 
[0 9 7 4 ] 
[it A 2 8] 



tfb£*fc ( 7 9 3) 
[0 9 7 2] 
[it A 2 7] 




,->— CN 



(303) 
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ft£rft (7 9 4 ) Kg 1ft Uto MSM + 1 5 2 0. 1 o 
[0 9 7 53 



<3iSfiCT4 8 9 ) 

(ISA: fb-frfc ( 7 9 51 ) 
[0 9 7 6] 
Mb 4 2 9 ] 

•H 

c?,xr cur 

6 O 

789 

6 5 , Ig A 7 *>T l£ hM 7 8 9 ) ( 1 5 0 m g , 0 . 3 4 mm o 

i ) ^THF ( 6 m L) KfeffiL fz c ;©lf?Ki: x MeMgBr ( 0 . 3 m L , Bt, 0 
+ T3. 0M) ^^TLio iSt-4fiFli#l/:^ *<*>R&i£^& £ feffi N H « C! 

l> *Lxm&Btx. n^mfm a 5omg> ^v>r\ ^a^»*cH, 

C 1 , ( 5 m L) UfcfS I tio Z<ofcffiz , Dess-Mart i n 3 - v ^ v ( 2 

1 Omg) 4=3 J: « 1 1 B*MI&. Na 2 S 2 O s &mi (4mLv 10%) 

I'llflx.xio 1 *UCH, C 1 * *?ttitfcLfc* 

N a K C 0 3 U E*U * LTttK L£o f ^tlf.Sf ^flT L C '/V— h f 

CH* C ! 2 4 3 ^5%>'^y-» *^LT1»*.LT. (7 Omg) t LT 

, fc 0 

[0 9 7 7] 

(ISB : ft-frft ( 7 9 5, 1 ) ) 

[0 9 7 8] 

[f b 4 3 0] 

>-CH 3 _j 

cOc>- a 

\ 

5 - 3 - F-lN->'fH5f V- L -f ?, ju y y ~ ¥ - ;p (62 

4 m g . 3 mm o I : T HF^-ft'to HftJUEi: LTCiCH, CH, CI £££3 LfcSSS 
^Jfcflfle 4, IflB£#s§) Ofcifcfc, ]-> (7 9 5) ©CICH, CH 2 C ! 

(6mL) $ft (2 7 2mg, 0, 6moi) frjqifco *<0iE£-&4\ 1, 5B*Hi-fc 
fcoTx 6 0 tSr-CzilJfirL/co i^5:^L./:fi ^fPNH 4 C I jlliXLT, ;o 

*OSWS4&*5"J A****^ (CHj C I, «fT2%-l 0%OMeOH) Tli^.LT 

s m&mfz$ (Umg, 10 : 1 co-^rxf-i'^-iifct^ mh* = 5 3 6, u t 
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LT> ±WL$ ( 7 9 5. 1 ) tmt-io i54v7^f^7-: 
[0 9 7 9] 
[ft 4 3 1] 

<CDCl 3 , 300 MHz) 8.47 {d. 1H), 7.66{d, 1HK 7-57 (s, 1H), 7.64 (s, 1H), 
7.34 <d, 1 H), 7,25-7,22 (m, 1 H), 7.05 (s, 1H), 6.89 fa, 1 H). 6.82 (s. 1H), 4.51 (s r 1 H). 
3.84 (s, 3H}> 3.24 (br s, 4H), 2.24 (m, 2H), 2.02-2.00 (m, 2M} P 1 .88 (s, 3M), 1 .41 (s, 
9H>. 



(XHC Mt£>® (7 9 5. 2) ) 
[0 9 3 0] 
[ft 4 3 2] 



10 



H 3 C PHN-^ 

qCCr a 
6 

N' 

795.1 



9 



79S.2 



ft-frft ( 7 9 5. 1 ) fi, l^*©*fe*ft«t*tJ:Cl'2S»<otr^v>'tS£BiSi**ii 
KJIJ, T-tT-Mfc-^tt (7 9 5. 2) KSEtfeT^ft^ 
[0 9 S 1] 

(IgD : ft-g-fc ( 7 9 5. 3) ) 
[0 9 8 2] 
[ft 4 3 3] 

\ \ 30 



7&5.2 



V 



79C.3 



40 



(7 9 5. 2 ) tt, 1 , 5lt^NaN, , 15-^9'7>-5lU 
P d ( d b a ) j/PPhs £ M 3 C t K <t I) , fk^tt (7 9 5. 3 ) £ 

[0 9 8 3] 

( 7 9 5. 3 ) it, (7 9 5. 1) frNaN, , TFACttwT, (Boc 

[0984] 

(IgE : -flS^%7 9 5. 4 ) 
[0 9 8 5] 
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79S.3 



0 

795.4 



10 



fb^-ft ( 7 9 5. 4 J it-, (7 9 5. 3 ) £ P ( C H s ) s / H 2 0 t 2 « £ i 

[0 9 8 6] 

tffc-^tt ( 7 9 6) ~ (8 0 3) ) 
[0 9 S 7] 
[ft 4 3 5] 

i 




o 



R = eoc 

(796) (+ xf^T-.A) 
(798) (- if>fi?-,B) 

(800} (+ i)>?*7-. A} 
(802) (- Ji>m-,fi) 




20 



R = BOC 
(797) (+xm*7- r A) 
(799} (■ r»«7-,B) 

R = H 
(S01){+ iWfr.A) 



30 



».*»2 3^^T^$^j 9 i ft£fc (6 6 1) &Kfc3#X 

, N-B0C (7 9 6), (7 9 7), ( 7 9 8) (799) $zv 

x\ mm^mm 1 9 , iiid t m?i5j u«;t\ ft» (796), (797), (79 

S ) i5 J: (7 9 9) *JSI* H $ hK. EtJE& $ ^+ > f-* v - (8 0 0) , ( 8 0 1 
) ( + it>ft7- 1 UttftA) t (8 0 2) , (8 0 3 ) ^ti 40 

&b ) i t-ntio mwt-mmm 2 3 , xfis -c-Ejt l * £ ? n it , v nn^n^M/ 

77 f- (CL*Ui* :i^xf;v (8 0 : 2 0) £f£^"t&) £jt*K C 5 43jt 

& C - 6 m t fcf - iV * W# * 5fr« L £<, 
[0 9 8 8] 

<^«4 9 0 -493) 

( 8 0 4 ) (sos) <vmm 

[0 9 8 9] 
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[ft 4 3 6] 




±Sdfl3S!*jfcf*6 6a>£&fci§$0fr ( + ) ^y-h%^- (8 0 0) (-) it 

> (8 0 2) tCH, C i e K*CU MnYvvri-^tMU *t 

[0 9 9 0] 
[ft 4 3 7] 





R 








490 




+ 


(804) 


Mp= 160-165*0 

1 ml MeOH) 
MH+ = 54S 


491 


"XXX 

H 




(COB) 


Mp = 158-l63°C 

[a] B 29 =-91.6 <> (0.84 
mg/ 1 mL MeOH) 
MH+ = 546 



mfA^mmQ 7) 

(ISA : ft-fr* ( 8 0 7) ) 
[0 9 9 1 ] 
[ft 4 3 S3 

o o 

(564) (807) 

fc*C H, CM (4 0 0 mL) H, CuCI, (15. 4 g , 1 1 5 mm o i ) & J: 0 s 
t - J- 'J ;P ( l 7 m L . 14 4 mm o 1 ) A 0 *<s0K&il^teJ * 0 t> £ ? 

*fr±PL *LT* h> (5 6 4 ) 2 5 g£jfjUx.£o ^Ej£«^i^£>, ^LT2 

ttfc * * i T\ IN H C 1 *JP „ &n T\ go p Hrt^&te U ft & * ^\ N H * OH 

T^jfLT, ft&tl (SO 7) 5 6 4«)»liS'f-4T*3-Jl/|A % ±f£ 

<0<M£&£T#* m^X, CH 2 C 1. MnOj TBHfcSftT, fk-^fe (8 0 

7) m%htih Q 

[0 9 9 2] 

(IgB : ft-^W (8 0 8) ~ (815) > 
[0 9 9 3] 
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lit A 3 9] 




<oii)(iti-m-2) 



R-W 



(312)(if>^7-1) 



(8l3)(H>f^-i) 



0 7) *KiB $ HJrX , N-BOC l»f* (8 0 8 ), (8 0 9), ( 8 1 0 ) £ J: 0 s ( 8 

1 1) *#fco 9, X|§D tmffPjU-tijv'C, £*l*>*ai*fcKI& 

^f-^f-*^- (8 12) is J: a (8 14) W?* < , -x-J- (8 1 
3) fcjttf (8 15) itt*ai«2 3> Xg B Tffiifc L Jt } L T , 5"J*r 

ft/?B-7 }- ^-7 7 * - (Cliii, : fgSe^^MT-S) tc J: i? . CS&iCF 

c - 6 «ft e ^ n %m l tz* 

[0 9 9 4 ] 

(*$Pj4 9 3) 

(ft£*t> (8 16)£<fc£M817) 0».) 
[0 9 9 5] 
[ft 4 4 0] 



±SEBlS^aiW6 7, XSB^^ft^aW*^^^^**^- (8 12) (.xt;^*^ 

- 1 ) ifcli (8 14) (xt>ft?- 2) *CH, CI, KftfcU 4Vy7^|4 

— z/T / * fftlU * L T 2 , t o * <Ott 4* ft £\ v V * 5* ft/ 




I 

R 



R 



[0 9 9 6] 
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[it A 4 1] 



IBS 


R 








(812) 




+ 


816 


Mp=175-18rC 
|a] 0 25 = +9«j.2° f1 mg/ 
1 mL MeOH) 


(814) 


H 




(317) 


Mp = 182-186°C 
[a] D 23 = -120.3'(1 mg/ 
1 mL MeOH) 



(*$PJ4 9 4 ) 

Mfc^® ( 8 1 8) iS^O* (8 1 9) omU) 
[0 9 9 7] 
[-ft; 4 4 2] 



N 




±IBW»*ttfn| 6 7 , I^B^H^ji^&a^y**^- (8 1 3) (^+>^*^ 

- 1 ) Sfcii (8 1 5) (x->>^*v- 2) ^CH 2 C Ij KfRJlfcU -f Vv7^®4 

- -> T / 7 * ~ * U ^ITS ilT' , -mm L £ o * «>4§. ±lft ft! * s V V * 7* ft/ 

7>® ^.f y 7 C 7 f s 7" 7 7 -f - J t (± >' 'J^:^7A^D?f^-7 7f- T*jt^S© L X 

[0 9 9 8] 
[it 4 4 3] 



1tA«! 


R 








(81 




+ 


(81S) 


- 176-1 81 'C 
Mo*- +46.3* (0.79 
mgf 1 mL MeOH) 
MH+=584 


(815) 


H 




{819) 


Mp = 174 - 180"C 
[aJ D 25 = -43.3 s (0.S4 
mg/ 1 mL MeOH) 
MH+=584 



mm 

[0 9 9 9] 



■Mffl 6 8 ) 

1 (8 2 0) - (8 2 7) ) 
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[it A 4 4 ] 




i 

R 



R= BOC 



R=BOC 



(321)(it>ft?-1) 
(823>(ifi>fi?-2) 



(826)(E)>?i7-2) 



(825) ( xfi-f^?- 1) 
(827)(U>fjT-2) 



^x%mm$ 1 ±iensi^jsiir!i6 ?v xfiA»-^#^t^ (8 0 7 

) *KB&3*T\ N-BOC1JMMM 8 2 0) , (821) > C8 2 2 ) * Jt (823 

xt>f *7- (8 2 4) UJ:^ (8 2 6) ^K*5:<, if>f*v- (8 2 5) 
£ J: 0 s (8 2 7) tftfco P»*iWi 2 3 s IgBt-SBit LA: J: iCLT, v 'J *^>v? 
D7!^"7 7 f- (etui, : M-z-f-JUfttflJI"*) KJt"K C5&J;<7C- 

6 JUt tf - -4= H # * 5t8t L 0 
[ 1 0 0 0] 

(^|&Pj4 9 5 ) 

(-fk-frft ( 8 2 8) tiltf ( 8 2 9) <^>IiM) 
[10 0 1] 
U t 4 4 5 3 



fcti (8 2 6) (xt>f^v-2) trCH 2 CI, S-ML, -f V v' 7 > jS 4 - v'T ./ 

7 i - )vt*i l , * lt -f»# l * t , -> v * r )i%m.n m 




[ 1 0 0 2] 
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[ft 4 4 6 3 



it-am 










(824) 


H 




(828) 


MP-176-1&2X 

fciiD :!5 -+S4.5 4 (1.3 
mg/ 1 ml MeOM) 
MH* = 596 


(826) 


H 




(829) 


Mp = 175-182°C 
[a] D * a -88.8° (1-14 
mg/ 1 mL MeOH) 
MH+ = 508 



4 9 6) 



(ft 



(830)££tf(831)4>l 



[ 1 0 0 3] 
[ft 4 4 7] 



V-ci CI- 



9 

R 



V >■ 

N 



1 

R 



/0 



±SeM^^6 8 ^^^^ii^^^f y-^^T- ( 8 2 5) I so 

fcti (8 2 7)_ (j:*>?-*^- 2) £CH 2 Cl s K&JKU -f VvT>®4-v'T; 
7x^)KMU ^LT^gt\ -»#t^ 0 ■/nMil 

[l 0 0 4 ] 
[f t 4 4 8 3 





R 








(825) 


M 




(830) 


Mp= 170~174°C 

mg,' 1 mL MeOH) 
MH+ = 598 


(827} 






(331) 


Mp= 170-175°C 

mgM mL MeOH) 
MH* - 598 
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(SSSSgjfcfl 6 9 ) 



{il&b (832) ~ (835) ) 
[ 1 0 0 5] 
[ft 4 4 9] 



Vt^ 

o 




10 



R-BOC 
<832}fitS-f*?-, A) 

(833) ( it>f*?-> B) 

R = H 

(834) {if A) 

(835) (i*»*T-,B) 



9 7 7, 1 2 8^, URSfeSlrt 1 1. ISA, < 1 9 9 9 ) ) *fifi&*-£T, N-B 0 C 
(8 3 2 ) 43 Jt ( 8 3 3) £#fco Mfe$tt?!l 1 9 , IgD t «UTEf C 

ti^^s £it&frS[[4UEJE&3-£T> ji (8 3 4 ) i3 <fc 0 s (8 3 5) frf&fc 



±I£gi§l^2S£S 6 9 59*^>#^^^Ji+y^^T- (8 3 4) 1) i 

fctf (8 3 5) (it>f*^-2) ^CH 2 CI, KlftfcU -f V V T > jS 4 - J/T 7 
£LT£St\ -#»#L£<> **>tt£fc£*, y^fJV^il 
^ 07 h ^ y 7 -f - t £ (A v' * y * * ? A ^ o v h >f*7 7 i - "CfiiSfMi L*C„ &T*> 



[ 1 0 0 6] 

(*$&Pj4 9 7) 

Ht-fr* ( 8 3 6) (8 3 7) ^ISSft) 



30 



[ 1 0 0 7] 

[ft 4 5 0] 




40 



[ 1 0 0 8] 
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m 4 5 1] 



mm 


R 








(834) 




A 


(536) 


Mp=1?2- WC(d> 
MH+ = 643 


(335) 




B 


(837) 


Mp- 171.9 -178.3'C 
MH+ - 643 



(38S!^Sffl 7 o ) 

(-ft-frft ( 8 3 8) - (84 1 ) ) 
[ 1 0 0 9] 
[ft 4 5 2] 



(Of 



O 



)- 



C J 

v Hi- 
fi 

R = BOC 

(838) 
(839) 



R = H 

(840) 
(841) 



3 K^^^Sfl 9 1 £ istlSE tflyt-C, it&& 6 6 1 frE]fcS-£T, N- B 0 CB&fc 
(838)j3j:tP(839) ##fco *^t\ H&^JSffll 9, XgDtfat?l^i;j|*A-C 
, ZtibXm* CES^tt, ( 8 4 0) fcJCF (8 4 1) £f#£<> 

[10 10] 

(*M4 9 8) 

(842)*J:« f (843) OSS) 

[10 1 1] 
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C J 



o 



H 

i 

R 



M 

I 

R 



10 



?t i A (84 1 ) 



0frb$fc&9)%*± (8 4 0) (^7-^*^*- 1) | 

$ d v h ^ 5 7 r - t (i v- 'J * r * * 7 A r> o v h ?y 7 < - r*if igifeSI Lt\ £JLT<^> 
[10 12] 



Ifb4 



5 4 



-1] 



It Aft! 










(840) 


"'Ola 

n 


A 


(842) 


Mp = 168-170°C(d) 

E<x3e 25 =+64.r (0.65 
ingi 1 mL M®OH) 


(841) 


tXk 

H 


B 


(343) 


Mp = 195-171*0 



[10 13] 
[ft 4 5 4 - 2 J 











[all, 25 = -80^ (0.85 
mg/ 1 mL MeOH) 


(M 
[ 3. 0 1 


mM&m 7 i ) 

fill ( 8 4 4 ) - (8 4 
4] 


7) ) 





30 



JP 2005-515201 A 2005.5,26 



[ft 4 5 5] 




! 

R 



R*BOC 



(344) 
{845} 



(847){iWi?-B) 



2 3 * J: tf^jfcfli 9 1 t m CMsiltN 3 - * Ft*>-8-*nDWh> 
(#H#S^5, 9 7 7, 1^2,1^0, ( 1 9 9 9) s 

N-B0Ctt## ( 8 4 4 ) 43 J: ( 8 4 5) HS*HJ£Pj 1 9, X^D 

i if t*P t i^t, £ it ^ ©fb-frft *JSI * tc Sjfe $ , x 7- > & * v - (8 4 6 ) f A 
) 15 J: (8 4 7) (B) 
[10 15] 

(**WI4 9 9) 

<At&m (848) is J: (? (8 4 9 ) <oilM> 
[10 16] 
[ft 4 5 6 3 



±feiii^$iPJ 7 1 7&>£HfcJi8Jfr:£}- >^*v- ( 8 4 6 ) (it^ftv-A) i 
fctt (8 4 7) (x+y-^^^-B) 4rC H s C 1 2 UigUKU -f v->t>$4 -->t / 
7i^ftlU fLTSflT, -W#L/co ^OfS£»£, v-'J)fjy^Ii 




[10 17] 
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[it 4 5 7] 



W56 

It**) 


R 








(846) 


CIA 

H 


A 


(848) 


Mp* 174.2»188.rC 
(d) 

MH+ = 530 


(847) 


"Xx-x 

H 


B 


(849) 


Mp= 1?4.4-189.8*C 
MH+ =< 580 



<*»J 5 0 0) 
( 8 5 0) 

[10 18] 
[f b 4 5 8 ] 



795.1 



HO 



-CN 



ftp 



.-aw (8 5 0) ii, H^j4 8 2 'C fi i$l-tf IIS <!: £5 ISffi C K tot, 

■€><> 

[10 19] 

(*JfcW 5 0 1) 

(ttg-fe (85 1 ) 
[ 1 0 2 0] 
[it A 5 9] 



OH 



0 

240 



f' "*J X = OH,NH 2 

951 
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[10 2 1] 

(MM 5 0 2) 
(4b ( 8 5 2) 

[ 1 0 2 2] 

Ut 4 6 0] 



PH 



N 
240 



o 



352 



X = OH, NHz 



a J5 j: (?mmn as 9, xha - E-csea breast (s^m C¥«ctot, c s 
5 2 ) *sss-?fc& d 

[ 1 0 2 3] 

mm^mm 1 2 ) 

(XiA : It&m (853 ) (854) <^>Mft) 

[ 1 0 2 4 ] 
E-fb 4 6 1] 




NBS 



Bf 



O 



Br. 




5 -c 




0 

853 



O 



as si his 5*;^ Mb« (ctiiis #ii#8HS5, 151, 42 3-f-era^2UtTw->) 

(56. 5 g ; 2 7 0 mm o I) £\ C C I t , NBS f 1 0 5 g ; 5 9 0 mm o 

i) teX&'Mmit^y^i k (0, 9 2g) i«^t>e^ 0 4\ 8 0 tt\ 

5b#m«l£<> ^ii^-M^u ^f>n*et*ft*i*aLv f ltthf ooo 

ml) tKT, DBU (2 5, 5 9mL) T-feJI lti<> # fcftjfc^jfc fr, 2 4 S# 

W«#U ^v>tr, l^Tx CH 2 C l s -H, OtiSJUo -f^M* 

M g S 0 * L , & & L , * L T * -Cfc& S •£ T , 2 |I« f fc^ % 4' 

«> f^U, gJS-fb-&® (8 5 3) 
[ 1 0 2 5 3 
[fb 4 6 1 A ] 

6h (COCb ) a.3 (dd, 1H), 8.45 (dd, 1H). 7.99 (m, 1H), 7.92 (s, 1H) t 
7.59-7.64 {m. 3H), 7.23 «3d ; IH^fei c<(854> 5h <CDCI 3 ) 8.19 <dd, 1H), 7.99 (dd, lH) t 
7,62 (dd. 1H), 7,25 -7.65(rn, 4H), 7,22 (s, 1H) 

(MB : ffc-frft (8 5 5) <om&) 
[ 1 0 2 6] 
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[ft 4 6 2] 





H 3 C0 2 Q 



GO, M©OH 



0 



it&m (8 5 3) (2 5 g) , V V 7*-)V*X:7 ^ (13. 7 5 g) &Xl?mt^ 10 
5^!>A (1. 5 g) Me OH (3 0mL) i$Jttff*'X> ( 2 0 0m!) tUt* 
:«ffl^C, DBU (18ml) £3flx., v a r r 

■ctfifLTto fits ott, ssh^ot, i o o p s \<o 

COC^ifc, *^£E5«9*Et OAcWU tU^iL^o ^^llft'M 
gS0 4 Ti»U MU n.t77r>a*7^n?f^-77.f - CdttJi, CH 
8 CI, - 1 0%E t OA c^«*Ti) -?1fS£lT, StU^fJ (8 5 5) 

[ 1 0 2 7] 

[ft 4 6 2 A] 

6h (CDCI 3 ) 8.8 {dd, 1H), 8.40 (dd, 1H), 8.2 <s 1H), 8.04 (dd, 1H), • 
7.59-7.64 (m, 4H), 3.95 {s, 3H). 20 



±IEXgB-CaBj$Lfc^iiatf|B!U«i^:-C> tt>&® ( 8 5 4 ) ZKmz-tX, IM 

(8 5 6) S-fflfco 
[ 1 0 3 0] 
[It 4 6 3 A] 

Bn (CDCb ) S (dd, 1H>, 7,65-8.0 (m, 2H}, 7.8 {Si 1H ), 7,26 - 7.31 (m r 4H) 



[ 1 0 2 8] 

(xmC : ffc-frfc ( 8 5 6) *>Pil) 



[ 1 0 2 9] 
[ft 4 6 3] 




30 



40 



(X*1D : it&m ( 8 5 7) <Opl!0 
[10 3 1] 
[fb4 6 4] 




O 

856 



O 
857 



i t&m 18 5 5) ( 1 9. 5 g , 73. 5 mm 0 I ) * C H s C I s (lOOmL) K 50 
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IIU * IXQViT^ltio Sgitr Y v/f)H7^^7i (3 1, 36g, 10 

3 n m o I ) ii J: jS* F U 7 >^ni^ (18. 5 2 g > 8 8 mm o 1 ) £t)!]x_> 

C ! , -NaHCO s TJttfiLfco ^*>*i*JS.|iMgS0 4 TftttU * 
WcllTiiltU ^M^>nn-?t!7K77'/ - CH, Ci 2 

-EtOAc (2 5%) fcuHtT* gMl^tt <8 5 7) ( 1 2. 4 g) * 

[ 1 0 3 2 ] 
[ft 4 6 4 A ] 

6 H (CDCIj ) 9.45 

(dd, 1H). 9.05 (dd, 1H), 8.28 (s 1H), 8.0 {dd, 1H), 7.65 (m, 3H), 3,98 <s, 3H). 



[ 1 0 3 3] 

(IS E : f b-^fc (8 5 8) 
[ 1 0 3 4 ] 
[ft 4 6 5] 



^C0 2 CH 3 



o 

356 



0 2 K 




358 



±iei*i d -?tm i tzfttf, t m am ( 8 5 6) * s.& z #t , 

&® (8 5 8) MH* =31 1 o 

[ 1 0 3 5 ] 

dSF : fb#fc (a 5 9) <om&) 
[i o 3 6 3 

[-ftS 4 6 6] 



unit 



0 2 N-. 




I-I 3 C0 2 C^_ 



NY 
O 

859 



fb^-IS? (8 5 7) ( 6 g , J £\ MeOH (1 0 OmL) ^CT, R a n e y - N i ( 
^»|rcIH?^T, ^£tt&fe (8 5 9 ) (4 . 6 6 g) MH + =28 

lo 

[ 1 0 3 7] 

CPU G : (8 6 0) <n>mU) 

[ 1 0 3 8] 
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[ft 4 6 7] 




±f2IgFTfS&Lfc#Sfcim*H 1:1*3;?, it&m ( 8 5 8) 

(860) ^fc 9 MH*=2 8 1o 
[ 1 0 3 9] 

(I8H : il&m (861) <7>p^l 
[ 1 0 4 0] 
[f t 4 6 8 ] 




859 861 

ft-&» (8 5 9) ( 2 . 1 g ) <0 4 8 % H B r Sifciftfc ^ IM ± K> 9 A ( 1 . 55g 
) l>Ev>T, 0t"^ Am (2. 1 lmL) £Jffl;L£« - 

tmHWlrzo fr\>^\ ftlfepH (V Wxffc) jftNH* OH^TL/;, ^-<?>£ 

»£CH 2 C 1, t«U 7y4 yvm&L, MgSO« "C&iftU MU *LT 
*»4*^$*T, £«ffc-fr» (8 6 1 ) ( 1. 7 5 g) frfcfc* M H * = 3 4 5 C 
[10 4 1 ] 

(xm t : ft-a-ti ( 8 6 2) <omm 

[ 1 0 4 2] 
[ft 4 6 9] 




£*tt (8 6 2) MH* = 3 4 5o 

[ 1 0 4 3] 

(ig j : ft£~t> ( 8 6 3) o£S0 

[ 1 0 4 4 ] 

[ft 4 7 01 





(861) (1. 6gv 4. 64 mm o 1 ) eOH ( 3 0 m L ) MMfll^ 
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, SlTCt, Qtr-C\ N a B H 4 (0. 3g, 7. 9mmoi) ^ic, f^ftci 
*fl-C, 2 4B#W«#U &lv>T> CH 5 C 1, -H* Ofi 

Sfb&'fe (3 6 3) ( 1 . 5 8 g) *8fc© MH + - 3 4 7 „ 
[ 1 0 4 5] 

<igK : fb-g-ft ( 8 6 4 ) oMSD 

[ 1 0 4 63 
litA ? 1] 




±iex^ij"Ciei$tfc.fi^i:{a^iuc^^\ it&m ( 8 6 2) ^s-rb 

(3 6 4 ) £#£ 0 MH* = 3 4 7o 
[ 1 0 4 73 

(igL : -fb-S-fc ( 8 6 5) <oi9is.j 

[ 1 0 4 83 
[ft 4 7 2] 




863 



865 



ffc-&W8 6 3 ( 1. 5 7 gs ) £\ JIHfc*:*-* (1 OmL) 4>t:T, sgt, 4B#dO 
» U ^ t\ * f $ o # £ ilfcffliS. * -f > * T -t f ~ h 9 * (50 

mL) ^UN-Boc-^7>7 (l, 4 1 g) liJK/f )if ir = > 

( 3 . 9 1 g ) Lfco % ? * > S^tv CH, C 

(iiili, 2 0%E t OActjlttjn) TfiftLT, Sjaffc-fr® (8 6 5) 

(0. 6 9 g ) ; MK" = 5 1 5 o 

[ 1 0 4 9] 

(ISM : ft-frfc ( 8 6 6) <7>Pl£) 
[ 1 0 5 0] 
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[it A ? 3] 




I 

Boc 

064 



±mxmL-ctmirzm^tin>mt^x\ it%m ( 8 6 4 ) £e.5&£«, %mt 

■&m (8 6 6) £#fco MH* = 51 5c 
[10 5 1] 

(IgN : fb» (8 5 7) OMSL) 
[ 1 0 5 2] 
[ft 4 7 4 J 




865 667 



ft-&tt ( S 6 5 ) ( 0 . 6 5 g, 1 . 2 6 mm o i ) £\ LiOH (0. 4 5 g , IS 
. 7 9mmol) i^K, Me OH <15mL) £JttfjMlmL) 'tl'T, 2 Bhilai 
Lfco pH=3. 5 Iti Q%^>M«^fl;i, CH, Ci 2 -~f*}4V 

, efeHI^tl ( 8 6 7) (0. 6 0 g) ) fcftfc* MH* = 50 U 
[ 1 0 5 3] 

(MO : (8 6 8) <OpSt) 

[10 5 4] 
[itA 7 5] 




,C0 2 CH 3 

o 



CD 



tvl 
I 

Boc 




(8 6 8) MH 4 = 50 U 
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[ 1 0 5 5] 

(igp : ik&m 18 5 9) «>M&) 

[ 1 0 5 6] 
[ft 4 7 6] 




86& 



ft£4& (8 6 7) (0. 6 0 g, 1. 21mmol) t, * 1/4 5 ^V-;V f 
0, 59g, 3, 6 3mmo i) THF (1 5mL) tUT, 4 0*CT\ 

#Ut, f^RtoM^^^t^L, NaBK 4 (0. 28g, 7. 3 1 

mmo i) *jqx, ^LTSfiT, -Bfc£#L£« &*fc£M*li 't-m^ 

Sv>T, CH 2 CI, -7XT*£ft L£o ^t«S*MgS0 4 T*» U MU * L 

A^>-50%EtOAc VfeiH-fZ) -efiM LT> (8 6 9) ( 0 . 20 

4 9 3 *) : M H * = 4 8 7o 

[ 1 0 5 7] 

(XgQ : ik&m (a 7 0) dMSD 
[1 0 5 s 3 

[ft 4 7 7] 




Boc Boc 



_hl£X^P-eie^t^f^i:(5^!W)CiI^'T:\ ffc-fr* ( 8 6 8) ^JSHfc 

(8 7 0) MH* = 487. 

[ 1 0 5 9] 

<xfgR : it y &m (8 7 1) oUft) 

[ 1 0 6 03 
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it&m (8 6 9) (0. 0. 3Sg, 0. 7 8mmol) flMfc * * > * A'* ( 
0. 3 3 1 . 2 9 6mmo 1) h 'Jxf^r? > (0, 68 g, 6, 72 mm 

o 1) i£f-> THF (lOmL) 1ST, -B$»L£<> ^il^ 

Ki-CS^S*, CH, CI, -Tk-efflfilLfco ^co^S&SfrMg S 0, 

U MU ^LT^ttl£T«&£«, ^®ffc-^«8 ( 8 7 1 ) ( 0. 3 6 9 g) £ 

MH* = 5 6 5, 
[10 6 1] 

(I^S : <fc« (8 7 2) <op&) 
[10 6 2] 
[ft 4 7 9] 




i 1 
Boc Boo 

30 

870 872 



±mxm r -ctm t fcfi&su (sot cabs-e. ft^fi ( 8 7 0 ) £ 

&m (8 7 2) MH* = 5 6 5o 

[ 1 0 6 3] 

(MX : -fb-^ft f 8 7 3 ) * J: a v f 8 1 4 ) oj 

[ 1 0 6 4 ] 
[-fb 4 8 0] 



H 3 C 



Ht 





40 
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G74 



fb&ft (8 7 1 ) ( 0 . 0 . 3 6 9 g , 0 . 6 5 3 mm 0 1) 2 - >' *-,W * fv* 



50 
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(0. 1 8 8 gs 2. 2 8 mm o 1 ) i^K, DMF (5mD ffKT, ^jiT, - 
WL^ 0 _ f ^t^^Wircli?^, CH. Cl 2 -jJcCJfliHL.fc 

o * <o*M S*MgS0 4 L > £3 L „ IBWfcSl * £ ^> ^ t\ -> >; ii Y 

frltftfv- h 5 vw b ?y 7 -f - (iftli, CH, Clj - 5 % (Me OH - 1 0 %N 
H, OH) ^aST&J -efitSStT, |%14ftOfi-&» (1. 126g) fcLT\ 
4#£#£o MH + = 5 5 lo d^&jg&^&fcHPLC 5^3RA D 5tr ^ A * « 

SIT, 20%IPA/80%^*VO. 2 %D E A (T^ v 9 y~r 4 v V 6 0 m i 
/5t) Ti£ft1-&) T':»-t£ i , *tt# 1 (8 7 3) (0. 0 6 g, MH* - 551* 
X tf#i1*fe#2 ( 8 7 4 ) ( 0. 0 0 6 lg) S 5 H e>*Ljfc 0 MH* -55 1 0 
[ 1 0 6 5 3 

(Xg u : il&m ( 8 7 5 ) £ J: t7 ( 8 7 5 ) «>M&) 
[ 1 0 6 6] 
[f b 4 8 1 ] 




Boc Bog Boc 



872 875 S76 



±IBX^TTIB3^L7 i c.t*^i^rai;-mS:r\ fb-^tt ( 8 7 2 ) *KJ£3*T, g«<fc 
frfe) (8 7 5) (M H* =551) & J: CJ* (8 7 6) (M H "" =551) *f#fc c 
[ 1 0 6 7] 

(«f?!) 5 0 3) 
Ut&tfo ( 8 7 7) ) 
[1 0 6 8] 
{it 4 8 2 ] 




873 877 



ft-&® ( 8 7 3) ( 0 . 0 4 3 g > 0 . 0 7 8 mm o 1 ) S\ TFA ( 5 m L) t 
. CH, C !, (5mL) tKt, £iSt?v 4B*W«#L£« £ 
Hlttf^^tf: 0 CH, C 1, (5mL) Wy-/7>lp-v7 

^7i^'V (0, 0 1 23 g, 0 . 0 8 6 mm o 1) & J: If ^ <j x-?-* 7 5 > ( 0 . 5 m 
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fiU $s*£Ml S T&S&S «^M!H£feH£#, - It * , >' 9 * jMHy I- * n 
^?K77^ (ilUi, CH, CI, -5% <M e 0 H - 1 0 %NH* OH) -CitdlT 
&) TlH?LT> (877) (0. 0 3 9 4 g) 

[ 1 0 6 9] 

[f b 4 8 3 ] 

MH* = 595, 6n (COCI 3 ) 8.6 ( 1 H); 8.05 ( 1H); 722-7,5 ( 8H); 8.99 ( 1 H); 
6.95 ( 1H); 8.93 < 1H); 4 99 ^5.25 ( 2H); 4.6 (1H): 3.1 - 3.25 (4H): 2.25 { 3H), 1,8 - 



[ 1 0 7 0] 

i^mpis 0 4 ) 

iitft® (8 7 8) ) 
[10 7 1] 
[ft 4 8 4] 



-tie^ism) 5 o 3 l a tn^ t it am tm^\ ^ f s 7 4 > * g£s $ *t , 

(8 7 8) 

[ 1 0 7 2] 
[ft 4 8 5] 



8.05 < 1H); 7.22-7.6 ( 81-1); 6.69 ( 1H); 6.95 ( 1H); 6.93 ( 1H); 4.99-5,25 ( 2H); 4.6 
(1H); 3.1 - 3,25 { 4I-I); 2.25 ( 3H), 1.8 - 2.05 ( 4H). 



2.05 <4H). 




MH* - 595, 6n (CDCfe ) 8.6 ( 1 H); 



[ 1 0 7 3] 

(^Wft5 0 5) 
<ft^ (8 7 9) ) 
[ 1 0 7 4 ] 
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±se£isffli 5 0 3 ^mt i * t&ft tir*m cm^\ its & ( s 1 5 ) *fiss s *t , 

^jS-fb-^ftf (8 7 9) 

[ 1 0 7 5] 

Kb 4 8 7 - 1 ] 
MM* = 595, S« <CDCI 3 ) 8.55 { 1 H)', 

[ 1 0 7 6] 
lit A S 7 - 2] 

7,78 < 1H); 7.65 { 1H);7.4 - 7.51 ( 6H); 6.93 ( 1H); 6.9 ( W)', 6.85 (1H>; 5.0S - 5.3 < 
2H); 4.6 (1H): 3.1 -3.25 (4H); 2.5 ( 3H). 1.8-2.00 < 41-1). 



[ 1 0 7 7] 

k st § *j $ ■* t i± , g # a ?t ii <* > f tin* v$>*)&&o m f^M k *± , tfe^j v 
ma, m 5 % - m 9 5 % ?ii#*o a^siM^mi, ^ im% 

^»-e&.ta-eab «K 01 *. fi\ Jt® ^ ^iv^, * r T v > r * -> * a , >#£ % v 3 
It 5= A it 7 s? } 7, ip%> & o f»#J , &3 * * iH* Jt tf* 74: ,v i±, 3£p&^ 

ut, ^ffl -c t -& 0 ^tttcs&snrfli** v >; r & x vm* ^m.^M^m. 

jk/SfcoMlt, A. Gennaro (to) , Remington' s Pharmace 
u t i c a I Sciences, 18 IS, ( 1990), Mack Publish! 
ng Co, , Easton, Pennsylvania K. ttf#& 0 
[ 1 0 7 8] 

u , m\ , mmm & x &mf ?> n %> <> -wt it, .« a m u , 

[ 1 0 7 9] 
[ 1 0 8 0 3 
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&#i frSJ t?fif^)7 h'jv^xSJ £ t* I- *F;me>U$-rt v * K # 4 M & o 
[10 8 2] 

ff*L<li, £S>*$»»Silti\ M«T*&&<> d4>J:}aaMKTtf* d<^&atiL 

[ 1 0 8 3] 
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pao_*S 39 1-897. XP009CO5437 
September, ZOO 2 
l$$H-. 0959-4973 

pags 893, column 1, paragraph 2 -paqe B94, 
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FURTHER INFORMATION CONTINUED FfiOM PCn&M 21Q 



Continuation of Box 1.2 
C'inMDi Nos. : 1-91 all In. part 



AIT present i ndependeitt claims relate to zombi nation therapies of cancer 
defined by reference to a desirable- characteristic or property, namely 
the type of biological activity of its components {e.g. EGF Inhibitors or 
ti-tutnour nucleoside derivatives). Such claims cover all compounds 
having these properties, whereas the application provides support within 
the saeaning of Article 6 PCT cursor disclosure within the Gleaning of 
Article 5 PCT for only a very limited msnber of them. In the present 
case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful search over the itiho^e of the claimed scops 
is i«apossifcle. Independent of the sbove reasoning, the claims alto Uck 
clarity (Article 6 PCT). ftn attempt is made to define the compounds by 
reference to a result to be achieved. Again, this lack of clarity inj the 
present esse 1s such as to render 3 «?eani»igfun search over the nhol« of 
the claimed scops impassfljle. Consequently, the search has been carried 
out for those parts of the claims which appear to be clear, supports and 
disclosed. Gamely those parts relating to the combination therapies 
claimed in the dependent claims 3, 15, 17, 18, IS, 24, 29 and 87, 

Ths applicant's attention is drawn to the fact that clatns, or parts of 
cl alias, relating to Inventions In respect of which no intern at iona? 
search report has been established need not f>e the subject of an 
international preliminary exam" nation (Rule 66.1(e) PCT), The applicant 
is advised that the epq policy when acting: as an International 
Prelfisinary ixafllntng Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This Is 
the case irrespective of whether or not the c latins are amended following 
receipt of the search report or during any Chapter II procedure. 
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Box I ObservaJtans wfh&f e certain claims iuara f<5uns3 vn«&aich»bte (Comivtuatf oft or *w» 1 oJ *rs< iltetrt) 

This IrtEKigfionBI S»ftK<i Hapwl t«« nrr| bwn <K(i»l|sh»ci IP rSSpcrtO' Dsflan ctesnsiin** Arlicte I jr-SJW fci Itw V.BV)ing ressssflc: 
1. s_ ! ClaiiwNos.; 



f. B^owmmj 1-91 all part 

tiKaut* «!<» retata *a parts oi IrnemsilonM Auyli 

sett fURTjiEK IBFOSKATIOfl shest PC7/ISA/2IQ 



basuGe ttg? retaia to parts ol «e Irneinsnontf Aiplfcaltei IMS Osnoirofafily -ami 3i? peBscrbsd reOTiiKpertts io sucn 



■3. P] CI»iiflsMoi,L 

fe»ca»?3 l>SY a« de£«!neisiHe : ;uiw,s(!dffle noi Called il> wxtfdmss <n\6i ItiB ssoaid anJ tflrvl aenteivjas o| flue C4<bJ. 



Box tl ObssfWJtJone whws unity of invention i$ ImMikj iCorttnualio-.t of nent 2 tvf ftsS sheet) 



™* lreCTn«ilwi«SsaficlBi(i Amhoiltir (brad .TiLt<*Za ftwwuirjiisfci inq irwrnnBofins esuMiOtfwu.as rollnwa' 



□ A* s* *Mm» sierch iHBwas nmaly pairj fc» She tmtf&Ml, His |nts«raltona> Sssrah Report »ref s all 

oiiuiiraddiuoiaiteo. H ^ 



3. f - ] Asmy^scr^i^ii^^lUOTdi^i^^anwfffa n;DW 
' — > cw«rsordjr!hoEeiSaliiie!«-'A'hicJH6«siw>f9S>siii, 6f*i*^ll><:l§n-.<;>*>3.: 



•'~ J J^iSjtMiK^lnvKiilcnlliatmenllGnefi *! the btehi* *1s ^ ^ni *ta E -»|wm<. 



Fc-m p^T.-ig«ji o (floirtruslicm « f»n iteet 1 1 ;s ( Jury * hsj 
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